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OBILIAS XAPAKTEPHCTHKA JIEK APETBEHHOFO-HPERAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

CumBacratus, 20 Mr, Ta0JIETKH, TOKPHITHIC TUICHOYHONH 000JI0UKON

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JelicTByroniee BEMIECTBO: CHMBACTATHH.
Kaxxnas tabnerka comepxut 20 MI CMMBacTaTHHA.

BelectBa, Hann4re KOTOPBIX HA0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO Mperapara: JIakTo3a (CM.
pasznen 4.4).

[TonHbIi epeueHb BCIIOMOTaTENbHBIX BEIIECTB MPUBEIEH B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku, MOKPHITHIE TNIEHOYHON 000JI0UYKOM.

Kpyrible 1BOSKOBBINYKIIbIE TaOJIETKH, MOKPBITHIE MJICHOYHOW 000JIOUKON O€Noro Wi MmouTH Oenoro
nBeta. Ha monepeunoM paspese s1po oT 6e1oro 1o nouty 0esoro ¢ KOpUYHEBATIM OTTEHKOM IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHusl K NPUMEHEHHIO

CuMBacTaTHH IIOKa3aH K IMPUMCHCHUIO Y B3POCIIbIX:

[Tarments! ¢ nmeMmudeckon 0one3npio cepara (MBC) ninu ¢ Beicokum puckoMm UBC

VY B3pOCHBIX MAIMEHTOB C BHICOKUM puckoM pazButTus UBC (mpu Hamu4yuy rUnepaunuaeMid Win
0e3 Hee), HaIpuUMeED, Y MAIUEHTOB C CaXapHbIM AMa0€TOM, y MAIlUEHTOB C HHCYJIBTOM WJITU JPYTUMU
1epeOpPOBACKYISIPHBIMU 3a00JIEBaHUSMU B aHaMHe3€, y B3POCIBIX MAIMEHTOB C 3a00JeBaHUSMU
nepudepruIecKux COoCy/0oB Win y B3pocibix marueHToB ¢ UBC wmim mpenpacnoioKeHHOCTHIO K
HUBC cuMmBacTaTHH MMOKa3aH IJId:

e  CHwkeHHs prcka o0IIel CMEPTHOCTH 3a CUET CHIKEHUSI CMepTHOCTH B pe3yibTate NBC.

e  VYMEHBUICHUS] PUCKA CEPbE3HBIX COCYIUCTBIX M KOPOHAPHBIX OCIOKHEHUI: HedaTalbHBbIH
UHapKT MHOKap/ia, KOPOHApHAs CMEPTh, HHCYJIBT, IPOLEAYPhl PEeBACKYIISIPU3ALIUH.

e VYMeHbIIEHHUS pUCKA HEOOXOAMMOCTH MPOBEACHUS XUPYPrUYECKUX BMEIIATENbCTB IO
BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA (TaKMX KaK aOPTOKOPOHAPHOE IIYHTHPOBAHUE U
YpECKOXKHAs TPAHCIIOMHUHAIbHAs KOPOHAPHAs aHTUOIIJIACTHKA).

e VYMeHblIEHHUS pUCKA HEOOXOAMMOCTH TNPOBEACHHS] XUPYPTUYECKUX BMEMIATEILCTB IO
BOCCTAHOBJIEHMIO Tepu(epruueckoro KpOBOTOKa U JAPYrUX BUAOB HEKOPOHAPHOM
pEBaCKYJIIpU3ALINH.

° CHIDKEeHUS PUCKaA roCrnuTaan3aluu B CBA3U C IPUCTyIIaMU CTCHOKApAWH.

T'unepnununemMus

e Kak [jomonHeHwe K JAMeTe, Korja MPUMEHEHUE TOJbKO JUEThl U JPYrux
HEMEJIUKAMEHTO3HBIX METOJOB JIEUEHHUS y B3pOCIBIX NAUUEHTOB C IEPBUYHOMN
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(runepmunuaemust lla tuma mo kmaccuduranuu  DpenpukcoHa), WM CMEIIAHHON
runepxonecrepuHemueii (runepiununemus Ib tuma mo knaccuduxammm DpenpukcoHa)
HEJOCTAaTOYHO JJIS:

— CHIDKCHHS TOBBIINICHHOW KoOHIEHTpamuu obmiero xonectepuna (OXC), xomecrepuHa
JUMONpoTenHoB  HU3koW  mmotHoct  (XC  JIIIHII), Tpurmuuepumo  (TD),
anonunomnporernHa B (ano B) B mia3me kpoBy;

—  TOBBIIICHUS KOHIEHTPAIIMHM XOJECTEPHHA JUIONPOTEHHOB BhICOKOW mioTHOCTH (XC
JITIBII) B ma3me KpoBH;

—  camwkenus cootHomenust XC JITTHIT/XC JIIBIT u OXC/XC JITIBII B uta3me KpoBHu.
o Tuneprpurnmuuepuaemus (runepiunuaemus [V tuna mo knaccudukanun Opeaprukcona).

e JlomonHeHHE K AUETE U JAPYrUM crioco0aM JIEYEHUS B3POCIbIX MMALMEHTOB C TOMO3UTOTHOM
CEMEIHON TUIepXxoiaecTepuHEMHEN JUIsl CHUKEHMSI MOBbIIeHHOW KoHueHTpauun OXC, XC
JIITHIT m amo B.

e [lepBuunas aucOeranunonporenHemus (runepiunuaeMust Il Tuma mo kinaccupukaum
®penpuKkcoHa).

CuMBacTaTUH MOKa3aH K IPUMEHEHUIO y JieTel B Bo3pacte 10—17 jiet ¢ rerepo3uroTHor ceMeiHom
TUIIEPXO0JIECTEPUHEMUEN:

IIpuMeHeHHE Vv JeTel M ITOJIPOCTKOB C T€TEPO3UTIOTHON CEMESHHON TMIIEPX0JIECTEPHHEMHCH

[IpuMeHneHne cuMBacTaTUHA OJHOBPEMEHHO C AMETOW TOKA3aHO i CHH)KCHHS TOBBIIIICHHOM
koHueHtpauuu OXC, XC JIIHIIL, TT, ano B B mna3me kpoBu y toHome 10—17 et u y aeByiiex
10-17 mer He MeHee 4eMm dvepe3 | roj mociie MeHapxe (IepBOe€ MEHCTPYaIbHOE KPOBOTCUCHUE) C
TETEPO3UTOTHON CEMEMHON TUIIEPXO0JIECTCPUHEMUEH.

4.2. Pe:xuM 103MPOBaHUS M CIIOCO0 MPUMeEHEHHU s

PexxuM 103upoBaHus

Jlo Havanma neudeHus mnpernapatoM CHMBAcTaTHH MALMEHTy CJeAyeT Ha3HAYUTh CTAHJIAPTHYIO
TMIIOXOJIECTEPUHOBYIO TUETY, KOTOpasi JOJDKHA COOJIIOJaThCs B TEUCHHE BCETO Kypca JIEUeHHUS.

s  oOecriedeHHs] yKa3aHHBIX pPEXHMMOB JO3MPOBaHUS MpU HEOOXOAUMOCTH HPUMEHEHUs
cUMBacTaThHa B 03¢ 5 Mr u 10 Mr criemyeT Ha3HayaTh IpemapaTbl APYTUX MPOU3BOIUTENEH, B
JeKapCcTBeHHOU popme «rabneTku 5 Mry» uinm «radiaetku 10 Mr» ¢ puckoi.

Pekomenayemble 103bl cumBacTaTMHa — oT 5 10 80 Mr B cyrku. IIpenapar cienyer nmpuHMMAaTh
OJIMH pa3 B CyTKU BeuepoM. [Ipu HeoOxoaumocTu 103y IpenapaTa yBEIMUMBAIOT C HHTEpPBAJIaMU HE
MeHee yeM B 4 Hegenu makcuMyMm 1o 80 mMr 1 pa3 B cyrku BeuepoMm. o3y 80 Mr B cyTku
PEKOMEHIyeTCsl Ha3HayaTh TOJIBKO TMIallMEHTaM C BBICOKUM PHCKOM CEpJAEYHO-COCYAMCTHIX
OCJIO)KHEHUH, €ClIM JeYeHHe MpernapaToM B Oosiee HU3KUX J103aX HE MO3BOJMIIO JOCTHYB IENEBBIX
YpOBHEH JIMIUIOB, a MpeArnoiaraeMas 1nojib3a Tepanuy MPEBIIAET BO3MOXKHBIM PUCK (CM. pazjien

4.4).
Tayuenmul ¢ uwmemuueckol 6one3HvI0 cepoya uau 8biCoOkuM puckom passumusi UbC

CranyapTHas HauyajdbHas J03a CUMBAcCTaTHHA JIJIsl MAlMEHTOB C BICOKUM puckoM pa3sutus UBC B
COUYETAaHUM C THMEpIUNuaeMueld win 6e3 Hee (MMPU HATUYMHM CaXapHOTro auadeTa, MepPeHECEHHOTO
WHCYIbTa WIH JIpYTHX LepeOpoBacKymsipHBIX 3a0oJeBaHWl B aHamMHe3e, 3a0oleBaHUi
nepudeprudecKkux cocynoB), a takxke sl nanueHtoB ¢ MBC cocraBnser 40 mMr 1 pa3 B cyTku
BCUCPOM. MGI[I/IKaMCHTOBHaH TCpalursd OOJI’KHA GBITL HasHa4Y€Ha OJHOBPECMCHHO C I[HGTOfI u
nedeOHoN QU3KYIBTYpOi.
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CranpmapTHas HavalbHas J103a cuMBactathHa cocrtaBiseT 20 mr 1 pa3 B cyTrku Bedepom. Jlus
MAIMEHTOB, KOTOPBIM HEOOXOauMO 3HauuTelbHOe (Oonee 45 %) cHukenne KoHieHTpamuu XC
JIITHII, navaneHas no3a MoxeT coctaBisaTh 40 mr 1 pa3 B cytku BeuepoM. [laruentam c Jjierkoit
WJIM YMEPEHHOM THIEPXO0JIeCTEpPUHEMHUEH Tepanuio CHMBAaCTaTUHOM MOKHO Ha3HA4aTh B HAYAIbHOU
noze 10 mr 1 pa3 B cyrku. B ciaydae HeoOxoaumocTu moibop 103 cleayeT MNpPOBOIUTH B
COOTBETCTBHHU C BBIILICYKAa3aHHON CXEMOM.

Tlayuenmul ¢ 20M03u20MHOU ceMelHOU cunepxoaecmepurnemuent

CumBacTaTUH pEKOMEH]I0BaH B 703¢ 40 MI B CYyTKH, IPUHUMAEMOM 0JIHOKpaTHO BeuepoM. Jlo3zy 80
MI' pEeKOMEHAYeTCs Ha3HayaTh TOJIbKO B Ciydae, €CJIM IMpeArnoiaraeMmas Iojib3a Teparnuu
MMPEBLIIACT BO3MOKHBIN PHUCK. VY Takux MalnMCHTOB CHMMBACTATUH HNPUMCHAIOT B KOM6I/IHaI_[I/II/I C
IpYTMMH MeETOJaMH rumnoiunuiemMuueckoro Jedenus (Hanpumep, JIIIHII-adepes) wumam Ges
[10/100HOTO JIEYEHH S, €CIIM OHO HEJOCTYITHO.

JInisi TMalMeHToB, MPUHUMAKONIUX JIOMUTAIHM OJHOBPEMEHHO C CHMBACTaTHHOM, CyTOYHAas 032
CUMBACTaTUHA HE JOJDKHA MpeBbImath 40 mr (cM. pasaenst 4.4, 4.5).

Conymcmeyiou;aﬂ mepanus

CuMBacTaTUH MOJXKET HA3HAYaThCsA Kak B MOHOTCpaIln, TaK U B COUCTAHHU C CCKBCCTpPAHTaAMH
KCIIYHBIX KHCJIOT.

VY manueHTOoB, MPUHUMAIOIINX CHUMBACTaTHH OJHOBPEMEHHO ¢ (ubOparammu, kpome remduodOpo3mia
(em. pazgen 4.3) wiu ¢Qenopubpara, MakcuMmalbHas pEKOMEHAyemas J03a CHMBAacTaTHHA
cocraBisieT 10 M B CyTKH.

Jlsis MarMeHToB, MPUHUMAIOIINX aMUOJAPOH, BeparmaMuil, JUITHA3eM, PAHOJIa3HMH, MpernapaThl,
coZiep Kalie SI0acBUp WM TPa3olpeBHp, WIM aMJIOAWIIMH OJHOBPEMEHHO C TIpErnapaToMm
CumMBactaTuH, cyTouHas jJo3a mpernapata CHUMBacTaTMH He JOJDKHA mpeBbimaTh 20 mr (cm.
paznensi 4.4, 4.5).

Oco0nIe T'pyHIbl HAMUCHTOB

Hapywenue ¢pynkyuu nouex

[TockonbKy CUMBACTaTHH BBIBOJAUTCS MOYKaMU B HEOOJBIIIOM KOJIMYECTBE, HET HEOOXOIMMOCTH B
W3MECHECHHUU JI03 Yy TAIMEHTOB C yYMEPEHHBIM HapylIeHHEeM (QYHKIIMH IMOYeK. Y IMAalueHTOB C
TSOKENON ToYeyHOW HemocTtarouHocThio (kiaupeHc kpeatuHuHa (KK) <30 wmn/mMuH) crnemyer
TIIATEITLHO B3BECUTH I1€JIECO00PA3HOCTh HA3HAYCHUS CHMBACTaTHHA B J103aX, MpeBbImarommx 10 mMr
B cyrku. Eciam Takue [0O3UPOBKM CUMTAIOTCS HEOOXOJUMBIMHU, CIIEyeT Ha3HadaTh WX C
OCTOPOKHOCTBIO (CM. pazzen 4.4).

CTH

Ilpumenenue y Oemeti u noopocmxoe 10-17 nem ¢ 2cemepo3ucomHOl  CeMeuHou
eunepxonecmepunemue

Pexomennyemas HadanpHast no3a cocraBisieT 10 Mr B cyTku BedepoM. PeKOMEHIyeMBIN peXuM
no3upoBanus cocrasisieT 10—40 Mr B CyTKM, MakCUMallbHas peKOMEHAyeMas J03a CUMBAacTaTHHA
coctapysier 40 mr B cyTku. [logbop 103 MpoOBOAUTCS WHAWBUIYAIHHO B COOTBETCTBUU C LETSMHU
TepanuH.

Cnooco0 nmpuMeHeHns

BHyTpb, 0IMH pa3 B CyTKH, BEYEPOM.

4.3. IIpoTuBONMOKA3aAHUS
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IepeUYMCICHHbIX B paszznene 6.1, a Takke K JApyruM Ipenapatam CTaTHHOBOIO psija
(uarEOUTOpaM 3-rUAPOKCU-3-METHINTYTapiiI-Ko3H3uM A penykrassl (I'MI-KoA-penykrasbr)) B
aHaMHe3e.

e 3abosieBaHUS NECUYEHU B aKTUBHOW (pa3e MM CTOHKOE MOBBIIICHHE aKTUBHOCTH «I1€YCHOUYHBIX)
TpaHCaMIUHAa3 B I1JJa3M€ KPOBHU HEACHOM 3THOJIOTHH.

e 3aboseBaHUs CKEIETHOW MYCKYIaTyphl (MUOIIATHS).
¢ BepeMeHHOCTh, IEpUO] TPYAHOTO BCKApMIIMBaHUs (CM. paszien 4.6).

e OnHOBpEeMEHHOE TPUMEHEHHE C «MOIIHBIMHU» uWHruoutopamu wuszopepmenta CYP3A4
(uTpakoHa30JI, KETOKOHA30JI, I[103aKOHA30JI, BOPUKOHa30y, uHruOuTopel BUY-mporteass
(mampumep, HelapuHABUP), OOLEHPEBHUp, TENANPEBUP, DPUTPOMHUIIMH, KIAPUTPOMUIIMH,
TEITUTPOMHMIINH, He(a30J0H U Mpenaparsl, coaepkaiire koounucrar) (cMm. pazaeinsl 4.4, 4.5).

e ComnyrcTByolee JieueHne reMpuOpOo3uIOoM, UKIOCTIOPHHOM WJIH JTaHA30JI0M (CM. pa3aensl 4.4,
4.5).

e OnHOBpEeMEHHOE MPUMEHEHHE CUMBACTaTHHA B 03ax Ooinee 40 MTI' ¢ TIOMUTAUAOM Yy MallMEHTOB
C TOMO3UT'OTHOM CEMEMHON TUuTnepxoiecTepuHeMueit (cM. pasaenst 4.4, 4.5).

e Bospact mo 18 mer (3a uckimroueHueM Jered u moapocTkoB 10—17 ner ¢ rerepo3uroTHou
ceMelHol runepxoiecrepuHeMueii) (cm. pasaen 4.1).

4.4. OcoOble yKka3aHHMsl 1 Mepbl PeJ0CTOPOKHOCTH NIPH NPUMEHEHUH

HpI/I IMPUMCHCHUHU IIperiapara CJICAYCT CO6J'IIOI[aTB OCTOPOIKHOCTD.

Tspkenast moyedHasi HeJJOCTATOYHOCTh (KIUPEHC KpeaTuHnHa MeHee 30 MiI/MUH); 3710ynoTpebieHne
aJIKOTOJIEM [0 Hayasla JieueHHs; 3a00JeBaHUs MEYeHU B aHAMHE3€; TsDKENble TeparneBTUYEeCKHe U
XHpypruiyeckue 3a00JieBaHMs; HACJICJACTBEHHBIC MBIIICUHbIC 3a00JIeBaHUS; MHUOINATHS Ha (OHE
npUeMa CTaTUHOB B aHAMHE3€; MOHMKEHHBIM MIJIM MOBBIIIEHHBINH TOHYC CKEJIETHBIX MBIIII] HESICHOM
STUOJIOTHH; OJHOBpPEMEHHBIN mpueM ¢ ¢ubparamu (kpome ¢denodudpaTa), paHOIAZUHOM,
JIPOHEAPOHOM, aMHOJApOHOM, BepalaMWIoOM, AMITHA3eMOM, aMJIOJUIIMHOM, HHUKOTHHOBOMH
KHMCIIOTOM B JIMNUACHIKAIOUIMX J103ax (Oosee 1 1/cyT), rpedndpyToBbIM COKOM; caxapHbIi qualeT;
NPUMEHEHHE y TMallMeHTOB MOHTOJOMAHOM pachl; MOXKWIOW Bo3pacT (crapmie 65 jieT, 0COOEHHO
YKEHIIUHBI).

Muonamus/Paboomuonus

CumBacraTuH, Kak u Apyrue uHruoutopsl 'MI'-KoA-peaykrassl, B peJKuX CiydasX BbI3bIBAET
MHOIIATHIO, CUMITOMaMH KOTOPOM SIBIISIOTCS OOJIb B MBIIIAX, OOJE3HEHHOCTh WM C€Ia00CTh
MBIIII] B COUYETAHUH C MOBBIIIEHHEM aKTUBHOCTH KpeaTuHpocpokuHazsl (KDPK) 6onee uem B 10 pa3
oT BepxHell rpanunsl HOopMbl (BI'H). Muonatus uHorna mpuHumaer (Gopmy pabaoMuonusa c
OCTPOH TMOYEYHOUW HEJOCTATOYHOCTHIO BCIIEICTBHE MHOTJIOOMHYpUM WM 0€3 TaKOBOW, B OYEHBb
PEAKUX Cy4asX € JETAJbHBIM MCXOI0M. PHUCK pa3BUTHS MHONATUU BO3PACTAET C IMOBBIIIEHUEM
ypoBHsi uHruoOupyromei axtuBHoctu ['MI-KoA-penykrasel B miaa3Me KpoBHU (B YaCTHOCTH, C
MOBBIIIEHUEM YPOBHSI CUMBACTaTHHA WJIM TMIPOKCHUKHUCIOTHI CHMBACTaTHHA B IUIa3Me KPOBHU), UTO
OTYAaCTH MOXET ObITh OOYCIIOBJIEHO JI€KapCTBEHHBIMH IIpernapaTamMH, KOTOpPbIE BCTYMalOT B
JIeKapCTBEHHbIE B3aUMOJICHCTBUA U, KaK CIEICTBUE, BIUAIOT HA META0OIN3M W/WIH TPAHCTIOPTEPHI
cUMBacTaTuHa (CM. pazzen 4.5).

Kak w mnpu npumenenun apyrux wuHruouropos I'MI-KoA-peaykraszpl, puck pa3BUTHSA
MHUOIATHH/pabOMUOIN3a 3aBUCUT OT J03bl. B 0a3e MaHHBIX KIMHMYECKUX MCCIEIOBAHUM, Inie
41413 nmauMeHTOB MONyYalud CHUMBACTAaTHUH, YacTOTa Pa3BUTUS MHOIIATUM COCTaBWJIa IPUMEPHO



COOTBETCTEYET 3Kl
ot 11.12

0,03 %, 0,08% u 0,61 % npu npuMeHEHUU CI/IMBaCTaTI/IHaI:@I:ﬁ&-@ﬂ'ﬁi'ﬂwﬂl%I:::I{KFTEI:E:.}/I:ll'.]jd/l

OMY OTYETY
E

COOTBETCTBCHHO.

B kimHHMYECKOM HCCIEIOBaHMM, B KOTOPOM IMAIMEHTHI C WH()APKTOM MHOKapJa B aHaMHE3e
HOJTy4Yadd CHUMBAcCTaTHH B 103¢ 80 Mr B CyTKH (CpemHsisi HPOJOJDKUTECIBHOCTh HAOIIOICHUS
6,7 ner), yactoTa pazBUTH MUONIATHH cocTaBmia npubimsutensho 1,0 % no cpasaenuto ¢ 0,02 %
y MAIMEHTOB, IOJIyYaBIINX CUMBAcTaTuH B 03¢ 20 Mr B cyTKH. [IpMepHO B HOJIOBHHE U3 ITUX
cllydaeB MHONATUSl pa3BWIACh B TEUCHUE MEPBOro roja JieueHus. Yactora pa3BUTHS MUOIATHU B
TEUEHHE KaXJIOTO MOCIEAYIOIIEro To/1a JIe4eHus cocTapisuia npubiamsurensHo 0,1 % (cMm. pa3aenst
4.8,5.1).

VY nanueHToB, MPUHUMAIOUIMX CHUMBAcTaTUH B J03¢ 80 MI B CYTKH, PHUCK Pa3BUTHUS MHOIATUU
BBIIIIE, Y€M MPU HCHOJIB30BAaHUU JPYrodl Tepaluu Ha OCHOBE CTATMHOB CO CXOJHOU
¢ dexTuBHOCTRIO B OTHOImEHWU cHIKeHus ypoBHsS XC JIITHIL. Takum obpazom, B mosze 80 mr
CUMBACTATHUH JOJIKEH MCIOJIb30BaThCS TOJIBKO Y MAIMEHTOB C THKEIOM TUIEpXOoJieCTepUHEMHEN 1
BBICOKHM PHUCKOM CEpJICYHO-COCYIUCTBIX OCIOKHEHUH, Y KOTOPBIX HE YAaNoCh NOOUTHCS Lenen
JICYCHUS TPU TPUMEHEHUHU 00JIee HU3KUX JI03, U OXKHUIAeMas I10JIh3a MPEBHINIACT MOTCHIIMATLHBIC
pUCKU. Y TMalMEeHTOB, KOTOpPbIE MOJIydyaloT cuMBacTaThiH 80 MI M HYXIAIOTCS B Ha3HAUYCHUU
JIPYroro JIEKApCTBEHHOrO0  Ipemapara, KOTOpPBI  MOXET BCTyNaTh B  JIGKAPCTBEHHOE
B3aMMOJICIICTBUE, JIOJDKHA  HCIOJB30BaThCs  OoJee  HHU3Kas /032 CHMBacTaTHHA WU
ATHTEPHATUBHBIN PEKUM TEpalUU C MPUMEHEHHUEM JPYroro CTaTHHA C MEHBIIMM MOTCHIIMAIOM
BCTYMAaTh B JICKAPCTBEHHOE B3aUMOJICHCTBUE (CM. MYHKT «MeponpusiTUs MO CHIKEHUIO PHUCKa
MHUOMATHH, BEI3BAHHOM B3aMMOJICHCTBUEM JICKAPCTBEHHBIX MPEMapaToB» U pasznensl 4.2, 4.3, 4.5).

B xnmHMYeckoM HMccel0BaHUM, B KOTOPOM HAIlMEHThI C BHICOKUM PUCKOM CEP/IEYHO-COCYIUCTHIX
3a00JeBaHUN TONMy4any cuMBacTatuH 40 Mr B CyTKH, 4acTOTa Pa3BUTHS MHUOIATHH COCTaBIIsLIA
npumepHo 0,05 % y manueHToB HeKuTalckoro mpoucxoxaenus (N = 7367) no cpasuenuto ¢ 0,24 %
y mnauuveHToB u3 Kwutas (n=5468). XoTs eIUHCTBEHHOW MOHTOJOMIHON MOMYJsAIUeH,
OLIEHMBAaeMOIl B 3TOM KJIMHHYECKOM MCCIEJOBAHNHU, OBLIM KHUTAHIBl, cJeIyeT CoOJ0aaTh
OCTOPO’XKHOCThH IPU HA3HAUEHUU CUMBACTaTHHA MAllMEHTaM MOHTOJIOMJHON pachl U UCHOJIb30BaTh
HAaUMEHBIIYI0 HEOOXOUMYIO J03Y.

CHuoicenue (hynKyuu mpancnopmmusix 6eiKos

CHuxenue (QyHKIMU TpaHCHOPTHbIX OenkoB medeHd OATP moxer mpuBecTH K MOBBIIICHHIO
CUCTEMHOHM SKCIO3ULUU THUAPOKCUKHUCIOTHI CUMBACTaTHHA M YBEJIWYEHUIO pUCKA MHUONATHH U
pabnomuonu3a. CHuXeHHe (YHKIUM MOXKET pa3BUTbCS BCIEACTBHE HWHTMOMPOBAHUS O]
JeiCTBEM IpenapaToB, BCTYMAIOIIMX B JIGKAPCTBEHHbIE B3aUMOJIEHCTBUS  (Hampumep,
LUKJIOCIIOPUHA), WK y NAaIlMEeHTOB, SBJSIOMUXCA HocuTensmu nonumopousma c.521T>C rena
SLCO1BI.

VY nammeHToB ¢ amienbHbIM BapuaHToM ¢.521T>C renma SLCOI1BI BeipaOaTbiBacTCs MeHee
aktuBHBIH  Oemok  OATP1IB1, u oTMeuaeTcd TNOBBIIIEHUWE CHUCTEMHOM  DKCIO3UIMHU
TMIPOKCUKUCIIOTEl CHMBAacTaTMHA W IOBBIIIEHHE pUCKA MHUONATHHM. PUCK pa3BUTHS MHONATHH,
CBSI3aHHOM C MPHUMEHEHUEM BBICOKUX 103 cuMmBactaThHa (80 Mmr), B menom coctasiseT 1 % mpu
OTCYTCTBHMM I'eéHeTH4ecKoro rectuposanus. Ha ocHoBanuu pesynbraroB uccnenosanus SEARCH y
Hocureneil romosurotHoi amtenu C (CC), nomywyaBmmx 80 Mr mpemnapara, pPUCK pa3BUTHUS
MHUONATUH B TEUEHUE rojaa cocrasisul 15 %, Toraa kak y HocuTenel rerepo3urotHor amienu C
(CT) rtaxoit puck 0but paBeH 1,5 %. COOTBETCTBYIONIMN PUCK Yy MAIMEHTOB C HanOOJIEE YaCTHIM
renotuniom (TT) cocraBmsin 0,3 % (cm. pazzmen 5.2). IIpu BO3MOXXKHOCTH T€HOTUIMPOBAHUE HA
npenMer Hanuuus amwienu C JOHKHO paccMaTpUBaThCsl KaK YacTh OLIGHKH MOJB3bI M PHUCKa JI0
Ha3HAYEHMUs cUMBAcTaTuHA B J103¢ 80 MI' y KOHKPETHBIX MALMEHTOB, U Y HocuTenel renotuna CC
cieayer u3zberaTb NMPUMEHEHMsI BBICOKMX 103. B TO ke BpeMs OTCYTCTBHE AAHHOIO T€Ha IpH
TEHOTUIIMPOBAHUU HE UCKIIIOUAET BEPOSITHOCTU Pa3BUTHSI MUOIIATHH.

Oyenxa akmuenocmu Kpeamun@ocghokunassi
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WIA TpU HAIMYUKM KaKoW-1MOO MpaBAONOJOOHON aJdbTEPHATUBHOW MPHUYUHBI YBEJIWYECHUS
akTuBHOCTH K®DK, OCKOIBKY 3TO 3aTpyaHsAET MHTEpIpeTannio 3HadeHuii. Eciu aktuBHOCTE KOK
Ha MCXOJHOM YpOBHE Oblia 3HauuTeNnbHO HoBbimieHa (> 5 x BI'H), ona nomxHa ObITH OLlEHEHA
yepe3 5—7 nHel Uil NOATBEPKACHUS Pe3yJIbTaTOB.

Jlo nauana nevenus

[Ipy Hauvase Tepanuu CHUMBACTaTHHOM WM YBEJIWYEHUH €r0 JO03bl BCEX IALMEHTOB CIIEAYET
MPeyNpexaaTh O PUCKE MUOMATUU U O HEOOXOIMMOCTH OBICTPO cOO0IIATh O JIt000 00K HesICHOM
ATHOJIOTUH, OOJIE3HEHHOCTH WJIM CadocTH B Mblmmax. Cienyer cobmoaTh OCTOPOKHOCTh MPH
Ha3HAYeHUM T[IpernapaTa MalMeHTaM C [peapacrnojaraliumMid  (QakTopaMu K  pPa3BUTHIO
pabmomuonu3a. B crenyromux curyanusx aktuBHOCTh KOK HeoOXoauMo OmeHHMBATH J0 Hayaia
Tepanuu ¢ LENbI0 ONpeeIeHNus peepeHCHBIX UCXOAHBIX 3HAUCHUI:

® IOXWIION BO3pacT (> 65 ner);

® KCHCKHUM I0J;

e HapyuieHHe (PYHKIHUU MTOYEK;

® HEKOHTPOJUPYEMbIH THIIOTUPEO3;

® HaJIM4YKMC B aHAMHC3C IIallMCHTA HJIKM B €TI0 CEMEMHOM aHaMHe3€e HaCJICACTBCHHBIX
MBIIIICYHBIX 3360HeBaHHﬁ;

® TOKCHYCCKOC I[eﬁCTBHe CTaTUHOB UJIU (1)I/I6paTOB Ha MBIIIIBI B aHAMHE3EC,
® 3JIOYNOTPEOJICHNE AIKOTOJIEM.

B takux cuTyauusx cieayer OeHMBATh COOTHOIIEHHE MOJIb3bl U PUCKA JICUEHUS], 1 PEKOMEHAYETCs
KJIMHUYecKoe HaOmoaeHue. Eciau y mamueHTa paHee BO3HMKAJIO IMOpPaKEHUWE MBI Ha (oHe
Tepanuu (udOparaMyd HWIM CTaTUHAMHU, MOXHO HA3HAYWTh APYroil mMpemapaT NaHHBIX KJIaccoB
TOJBKO C OCTOPOKHOCTBIO. [IpM 3HAYMTENTPHOM HCXOAHOM TOBBIIEHUH AaKTUBHOCTH K@K
(> 5 x BI'H) neueHue HaunHATh HE CIIEAYET.

Bo epemMst 1e4eHUs

[Ipu mosiBnenun 607M, c1a0OCTH B MBIIIIAX WIK CYJOpOT Ha (POHE Tepamuu CTaTUHAMHU CIIETyET
oueHnTh akTUBHOCT, K®K. Ilpm BBIABICHMM 3HAUMTEIBHOTO MOBBbIMIEHUs akTMBHOCTH KOK
(>5x BI'H) B oTcyrcTBHE MHTCHCHBHBIX (DU3UUECKMX HArpPy30K JICUCHHE CJEAYyeT MPEKPaTHTh.
ITpy TSKENBIX M BBI3BIBAIOLIMX E€XKEIHEBHBIM JUCKOM(OPT MBIIIEYHBIX CHMITOMAaX MOKHO
pPacCMOTpPETh BOIPOC O IMPEKPALIECHUN JICYEHUS JaXe IPU OTCYTCTBUM IOBBIIICHHS aKTUBHOCTH
K®K < 5 x BI'H. Ilpu nogo3peHnn Ha MHOMNATUIO IO JIIOOON APYroi MpUYHHE JICUEHHE CIeTyeT
MIPEKPATUTb.

Nmerorcs oueHb peAkue cooOIIeHus 00 UMMYHOOTOCPEIOBAHHON HEKPOTH3UPYIOMIEH MUOMATHU
(MOHM) Bo Bpems wuiu TMoOcjie JeYeHHs HEKoTopbiMu cTratuHamu. Kimanmuecku HWOHM
XapaKTepu3yeTcs CTOMKON MPOKCHMaIbHOW MBIIIEYHON CIa00CThIO U TOBBIIICHHONW aKTUBHOCTHIO
KpeaTuH(POCPOKHUHA3Hl CHIBOPOTKH KPOBH, KOTOpas COXPAHSETCS, HECMOTPsS Ha MpPEKpalleHHE
Tepamnuu cTaTUHaMH (cM. pasaen 4.8).

[Ipn paspemenun cumMnToMOB M Bo3BpamieHMn akTuBHOCTH K®K K HOpMalbHBIM 3HaYeHUSAM
MOKHO PacCMOTPETh BONPOC O BO3OOHOBJIEHUM TepanuM CTaTUHAMHU WM O HAa3HAYEHUU JIPYTOro
CTaTMHA B MUHUMAJIbHOM J103€ MOJI TIIATEIbHBIM HAOII0IEHUEM.

Bbonee BrIcOKas yacToTa pa3BUTHS MHUOMATUW HAONIOAANach y MAIMEHTOB, Y KOTOPBIX /1032 ObLia
yBenudeHa 10 80 mr (cm. paszzmen 5.1).
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OBITE TIOJIE3HBIM JJIs1  BBISABJIICHUS CY6KJ'II/IHI/I‘ICCKI/IX CJIydacB MHUOIIaTUH. B 10 xe BpEMs HET
YBCPCHHOCTH B TOM, YTO Takoi KOHTPOJIb NPCAOTBPATUT PAa3BUTUC MUOIIATHU.

Tepanus cuMBacTaTMHOM JOJKHA ObITH BPEMEHHO OTMEHEHAa 3a HECKOJIBKO JHEH 10 OOJIBLIMX
IUTAHOBBIX XHMPYPTUYECKUX ONepalii ¥ TPH PAa3BUTUU TSDKENBIX COCTOSHHM, TpeOyIOUIIX
TEpPaNEeBTUYECKOr0 WIIM XUPYPrUYECKOr0 BMEIIATENILCTBA.

Meponpusmusa no CHUMCEHUI0 PUCKA MUONAMUU, BbI36AHHOU 83AUMOOENUCMEUEM NeKAPCMBEEHHbIX
npenapamos (cm. pazoen 4.5)

Puck Muonatuu u pabaoMuONIM3a 3HAYUTEIHLHO BO3pPACTACT MPH OJHOBPEMEHHOM MPHUMEHEHUU
cuMBacTaTMHa ¢ MONTHbIMH HHTHOUTOpamu CYP3A4, TakuMHM Kak WUTPaKOHA30J, KETOKOHA30JI,
M03aKOHA30JI, BOPHKOHA30JI, JSPUTPOMHIIMH, KIAPUTPOMHUIIMH, TEIUTPOMHUIIMH, HWHTUOUTOPHI
nporeassl BUY (Hanpumep, HenduHaBup), OouenpeBup, TenanpeBup, Heda3ol0H, JIEKapCTBCHHBIC
mpermapaTsl, CoOJEpKaniue KOOWIMCTAT, a Takke TeMPUOpO3WI, UUKIOCIIOPHH H JIaHA30JI.
[IpuMeHeHHne 3TUX JICKapCTBEHHBIX IPEMapaToB BMECTE C CHMBACTATHHOM IPOTHUBOIIOKA3aHO (CM.
paznen 4.3).

Puck pa3Butus mMuonatuu U pabIOMHUOIIN3a TAK)KE BO3PACTACT MPHU OJHOBPEMEHHOM IPUMEHEHUHU
aMHO/apoHa, aMJIOAMITMHA, BepariaMuiia WK IWITHA3eMa C OTIPE/ICIICHHBIMU J103aMU CUMBAcTaTHHA
(cm. pasnensi 4.2, 4.5).

Puck Muonartuu, BKiIOYass pabOMHOIIN3, MOXKET BO3pacTaTh MPU OJHOBPEMEHHOM IMPUMEHEHHH
Gy3uI0BOI KUCIOTHI U CTAaTHHOB (cM. pasfen 4.5). Y malueHTOB ¢ TOMO3UIOTHOM ceMeiHou
TUIIEPXOJIECTEPUHEMHUEN TAaKOM PHUCK MOXET BO3pacTaTh IIPU OJHOBPEMEHHOM NPUMEHEHUU
JIOMUTANuUJa C CAHMBAaCTaTUHOM.

CnenoBarenbHo, uTo Kacaercsi uHruobutopos CYP3A4, nmpumeHeHHe cuUMBacTaTMHA BMECTE C
UTPAaKOHA30JI0M, KETOKOHA30JIOM, II03aKOHA30JI0M, BOPHKOHA30JIOM, HHTHOMTOpaMHU IpOTeas3bl
BUY  (mampumep,  HenduHaBup),  OOLENpPEBUPOM,  TEJNANPEBUPOM,  IPUTPOMULIMHOM,
KJIQPUTPOMMLIMHOM, TEJIUTPOMHIMHOM, He(}a30J0HOM U JICKapCTBEHHBIMH IpenapaTaMi,
coJiepKalMM1 KOOUIIMCTAT, MPOTUBONIOKAa3aHO (CM. paszensl 4.3, 4.5). Ecinu npuMeHeHUsT MOLTHBIX
unruouropo CYP3A4 (nmpemapaToB, KOTOpbIE YBEJIWYMBAIOT IUIOIIAJbL TOJA  KPUBOH
«xoHneHTpamus — Bpems» (AUC) npuOnu3utensHo B 5 pa3 M BbIilIe) W30€KaTh HENb3s, Teparus
CHUMBACTaTMHOM JIOJDKHA OBbITh BPEMEHHO NpeKpalleHa (M pacCMOTPEH BOMNPOC O Ha3HAUYEHUU
Jpyroro cTaTMHA) Ha BeCh NepuoA JieueHus. bonee Toro, He06X0AUMO COOIIIOIATH OCTOPOKHOCTH
IpU KOMOMHMPOBAHMM CHMBACTaTMHAa C JPYrMMH MeHee MoulHbIMM uHruouropamu CYP3A4:
(baykoHa30oM, BepamamMuioM, awiIThazemMoMm (cM. pazaensl 4.2, 4.5). Cnenyer wuzberatb
OJTHOBPEMEHHOT0 ITpUéMa CUMBACTaTHHA U IPEHII(PPyTOBOrO COKA.

OnHOBpeMEHHOE IPUMEHEHUE CUMBAcTaTHHA U reMGuOpo3uiIa MpOTUBOIIOKa3aHo (cM. pazzaern 4.3).
B cBfi3M ¢ MOBBINIEHHBIM PHUCKOM MHONATHH M PAaOJOMHUONIM3Aa Yy TMAlMEHTOB, MOTYYArOIINX
CUMBACTaTUH BMeCTE C IpyruMu ¢ubparamu, 3a uckioueHnem pernodubdpara, 103a CHMBACTaTUHA
He oJKHa mpeBblmarh 10 Mr B cyTku (cM. pasaensl 4.2, 4.5). Cnenyet cobmo1aTh 0CTOPOKHOCTh
py Ha3HayeHUH (heHopudpaTa U CUMBACTaTHHA, MOCKOJIbKY KaXKIBIH M3 3TUX IMPEnapaToB caM I10
cebe MOKET BhI3bIBATh PA3BUTHE MUOTATHH.

CumBacTaTUH HENb3s Ha3HA4YaTh OJTHOBPEMEHHO C (y3UIOBOM KHCIOTOHN B JICKAPCTBEHHOU (dopme
JUISL CUCTEMHOI'O MNPUMEHEHUS WM MNPUMEHSTh B TEUYEHHE 7 JHEW MOoCiie OKOHYAHUS JIEUECHUS
by3unoBoit kucnotoid. Ecnmu mpumenenune ¢y3uoBoil KUCIOTH HEOOXOAMMO, TEparnusi CTaTHHAMU
J0JDKHA OBITH TMPUOCTAaHOBJEHA Ha BeCh MepHOA JeueHHus (y3umoBoi KucioTol. CymecTBYIOT
cooO1IeHust 0 ciaydasx padaoMuonn3a (BKJIIOYas ciaydyau C JIETaIbHBIM HCXOJOM) y MAllMEeHTOB,
MOJTyYaloIUX codyeTaHue (y3uJ0BOW KUCIOTHI U CTATHMHOB (cM. pasnen 4.5). [lamuenty ciemyet
PEKOMEHI0BaTh HEMEIJIEHHO OOpalaThCsl K Bpauy B Ciy4yae pPa3BUTHUS KaKUX-TMOO CHMIITOMOB B
Buje Oonu, OOJIG3HEHHOCTH WM CJIa0OCTH B MBIIIAX. Tepamus CTaTHHAMH MOXET OBITh
BO300OHOBJIEHA 4Yepe3 CeMb JHEW TMocie mocieaHero mnpuéma ¢Gy3uaoBOl  KUCTOTH. B
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KHCIIOTOM, Hampumep, TMpH TOKENBIX HHQPEKUUSIX, LeIeco00pa3HOCTh  OJHOBPEMEHHOIO
MIPUMEHECHHS CUMBACTaTHHA M (y3UJI0BOM KHCIOTHI JIOJDKHA OLICHUBATHCSA B KAXKIOM KOHKPETHOM
cllydae U MO/ TIIATEIbHBIM MEIULIUHCKUM HAOII0ICHUEM.

Crnenyer n3zberatb KOMOMHHPOBAHHOTO NMMPUMEHEHHSI CHMBACTaTHHA B /103aX, MpeBbImatomux 20 mr
B CYTKH, BMECTE C aMHOJJAPOHOM, aMJIOAUIIMHOM, BEPAIIaMHJIOM MUJIM TMJITHA3eMOM. Y MalUEHTOB C
TOMO3HIOTHOW CEMEWHOW THUIlepXOJecTepUHEMHEN cleayeT u30eraTb KOMOMHHUPOBAHHOTO
IIPUMEHEHMs CUMBACTaTHHA B JI03aX, MpeBbILaonuX 40 Mr B CyTKH, BMECTE C JIOMUTAIHIOM (CM.
paznensi 4.2, 4.3, 4.5).

VY nanueHToB, KOTOpble MPUHUMAIOT APYTUe JIEKApCTBEHHBIE MTpernapaThl, 001a1al0lUe YMEPEHHBIM
unarubupyronmm neiicteueMm Ha CYP3A4, BMecTe ¢ CHMBACTAaTHHOM, HAa3HAYEHHBIM B BBICOKHX
703aX, MOKET IMOBBIIATHCS PUCK pa3BUTHs MuonaTuu. [Ipu OJHOBPEMEHHOM NPUMEHEHUU
cuMBacTaTuHa ¢ ymepeHHbiMH uHruouropamu CYP3A4 (mpemaparamu, yenmuuBatommmu AUC
NpUOIM3UTENBHO B 2—5 pa3) MoOXeT NoTpeboBaThCS KOppeKUMs 03kl cuMBacTatuHa. Jlis
HEKOTOpBhIX yMepeHHbIX uHruouropos CYP3A4, nanpumep, naunaTHaszemMa, MaKCHUMallbHas
pexomeHnayemas 103a cumBacTatuHa paBHa 20 mr (cm. pazzaen 4.2).

CumBacratuH sBIsieTcsl cyoctpaTtoM 3((IIOKCHOrO TpaHcmoprepa Oelka yCTOHYMBOCTH paka
monouHoit xene3bl (Breast Cancer Resistant Protein, BCRP). OnnoBpemeHHOE TpUMEHEHHE
IpernapaToB, KOTOpble sBIsIFOTCS MHruouropamu BCRP (Takumx kak >m0acBuUp W rpa3onpeBup),
MOXET MPUBECTH K MOBBIIIEHUIO KOHIIEHTPALIUU CUMBACTaTUHA B ILJIa3ME€ KPOBHU U K IOBBIIIEHUIO
pucka muonaruu. CiaenoBaTellbHO, CIEAYET pACCMOTPETH BONPOC O KOPPEKLIMU J03bl CUMBAcTaTHHA
B 3aBUCHUMOCTHU OT Ha3HA4YE€HHOH 103bl. OHOBpEMEHHOE MTPUMEHEHHE 310acBUpa U Tpa3onpeBupa ¢
CUMBACTaTUHOM HE M3yUY€HO; Y NMALMEHTOB, KOTOpPble OJAHOBPEMEHHO MOJIY4YAalT Ipenaparsl,
coJep:kamue J0aCBHP M Ipa3onpeBUP, U CHMBACTATHH, 1032 CHMBACTATHHA He J0JIKHA
npeBbIIaTh 20 MI B CYyTKHU (CM. pazzen 4.5).

Penxue cnydan Muonatun/paboMuon3a ObUTH aCCOLUUPOBAHbI C OJHOBPEMEHHBIM IIPUMEHEHUEM
uHruoutopoB I'MI'-KoA-penykraspl U JIMNUACHIKAOIKMMU J103aMu (> 1r B CyTKM) HHAlMHA
(HUKOTHHOBOW KHCIIOTBI), KaX/Ibli U3 IpenapaToB caM I0 cebe MOXKET BbI3bIBATh MUOIIATHIO.

B ximHMYeckoM uccnenoBaHuu (MenuaHa nepuoia HaomoAeHus 3,9 roia) ¢ ydacTueM MalueHTOB
C BBICOKHM DPHCKOM CEpIEUHO-COCYIUCTHIX 3a00JIeBaHUN C XOPOIIMM KOHTposieM ypoBHs XC
JITTHIT na ¢one Tepanuu cumBacTaTuHOM 40 MT B CyTKM B KOMOMHAIMH ¢ 33eTUMUOOM 10 Mr nim
0e3 TakOBOr0 He ObUIO BBISBICHO JOIMOJHUTEIHHON MOJIb3bI B OTHOIIEHUHU CEPIEYHO-COCYAUCTHIX
UCXOJIOB TIpH JOOABJICHHH HHUAIMHA (HUKOTHMHOBOW KHCJIOTHI) B JIMIHIACHIDKAIONMINX 032X

(> 1r/cyr).

CrnenoBaTebHO, BpadM, pacCMaTpHUBAIONIME BOMPOC O HA3HAYCHWH KOMOWHHPOBAHHOW TEpAIUH
CUMBACTaTHUHOM C JIUMUJICHIKAIOIMIUMU J103aMu (> 1 r/cyT) HManuHa (HUKOTHHOBOW KUCIIOTHI) WU
npenaparamu, CoJep KallluMI HUAITUH, JOJKHBI TIIATEIHHO B3BEIIMBATH MOTCHIIMAIBHYIO TIOJIb3Y U
PUCKH U TMPOBOJUTH THIATETbHOE HAOJIOJCHHE 3a MallMeHTaMH Ha MpeIMEeT JIOOBIX MPU3HAKOB H
CUMIITOMOB B BHJIe 00JH, OOJE3HEHHOCTH WJIM CJIA00CTH B MBIIIIAX, OCOOEHHO B TIEPBBIC MECSIIHI
Tepanuy U IPH YBEIIMYEHUH 10351 TI000TO U3 MPEnapaToB.

Kpome Toro, B JaHHOM HCCJI€IOBaHMHM YacTOTa MHUOMATHU MpuOIM3uTenbHO cocTtaBuia 0,24 % y
nanueHToB U3 Kutas, nomyuatonmx cumBactatul 40 mr win 33etumub/cumBactatud 10 mr/40 mr,
B cpaBHeHuH ¢ 1,24 % y manmenToB u3 Kwuras, koTopble mpuHUMaau cuMBacTaTuH 40 Mr umam
a3etumuld/cumBactatud 10 mr/40 Mr  BMecTeé ¢  HUKOTHHOBOH  KHCIOTOMN/JTapOMHIIPAHTOM
MoaudunupoBanHoro BeicBoOOkaAeHUST 2000 Mr/40 mr. XoTs €IWHCTBEHHOW MOHTOJIOUIHOMN
MOMYJISIIIUEH, OIEHUBAEMOW B 3TOM KIMHUYECKOM HCCIIEIOBaHUH, ObUTM KUTANIIbI, YIUTHIBas OoJiee
BBICOKYIO YaCTOTY MHUOIATUHU y MalreHToB n3 KuTtasg B cpaBHEHHMH C NMAalMEHTAaMU HE KUTaHCKOTO
MIPOUCXOXACHUS, OJHOBPEMEHHOE TPUMEHEHHE CHMBACTaTHHA C HHUAIMHOM (HUKOTHHOBOU




COOTEBETCTEYET 3KI(
ot 11.12.2025 N= 30845

KHCJIOTOM) B JIMNHMJACHIDKAOIMMX g03ax (> 1 r/cyr) vy nhﬂﬁéﬁ&]'&ﬁ'ﬁrﬁ%ﬁéﬁ Tﬁééﬁl:'%[.'e

OMY OTYETY
E

pekoMeHyetcs (cM. pasnen 4.5).

ALIMIIIMOKC CTPYKTYpPHO CBSI3aH C HUALMHOM. XOTS alMIIMMOKC HE M3y4aylcs, PUCK TOKCHYECKHX
3¢ ($EKTOB B OTHOILEHUH MBILIL MOKET ObITh aHAJIOIMUYEH TAKOBOMY ITPH IPUMEHEHHH HUALIMHA.

Jlanmomuyun

[Ipu omHoBpeMeHHOM mpuMeHeHUH HHTHOMTOpOoB ['MI-KOA-penykra3sl U JanTOMHUIIMHA OBLIH
MOJTyYeHbl COOOIIeHHS O pa3BUTHM MHUONATUU wW/wiu padaomuonusa. Criemyer coOmronaTh
OCTOPOXXHOCTh MNpPH Ha3HaYyeHUM HUHIruouTropoB I'MI'-KoA-peaykra3pl OJXHOBpPEMEHHO ¢
AANTOMUIMHOM, TaK KaK JO00H M3 3THX areHTOB IPU NMPUMEHEHHU IO OTACIBHOCTH MOXET
BbI3bIBaTh MHUOMNATHIO W/WiaM padaomuonus. Cremayer paccMOTpeTh BOMPOC O BPEMEHHOMN
IIPUOCTAHOBKE IIPUMEHEHUS CUMBACTAaTUHA y MALIMEHTOB, IPUHUMAIOIIMX JANTOMULMH (CM. pa3aen

4.5).
Muacrenus

Coobmanoch, 4To B HECKOJbKUX ciydyasx uHruoutopsl I'MI-KoA-penykrasbl (CTaTHHBI)
BBI3BIBAJIM pa3BUTHE de Nnovo WiIM YCYryOJsuIM paHee CYIIECTBOBABIIYIO I'€HEPAIN30BAHHYIO
MHUACTEHUIO T'PaBHC WM IJIa3HYI0 MHAcTeHHMIO (cM. pasznen 4.8). B ciaydae BO3HUKHOBEHHUS WU
YTSDKEJICHUS CUMIOTOMOB MHAcTeHUMM IpueM Impenapata CHMBAacTaTUH CIEIYeT MPEKPaTUTh.
Coobmanoch Takxke 0 peluIuBaX MHACTEHUM IPU HMOBTOPHOM IpHUEME TOro e CTaTHHA U IpH
npuMeHeHuu apyroro uaruouropa I'MI'-KoA-penykrassl.

Biausnue Ha IeUeHb

B kiIumHMYeCKHX HCCIEAOBAaHUAX Y HEOOJBIIOrO YMCIa B3POCHbIX MNAIlMEHTOB, IOIYYaIOIIUX
CHUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIILIEHHE AKTUBHOCTH TPAHCAMUHA3 B CBIBOPOTKE KPOBHU (10
> 3 x BI'H). Ilpu oTmMeHe uiaM BpEeMEHHOM HpPEKpaIeHUHM TEepaliid CHMBACTaTUHOM Yy 3THX
NAIMEeHTOB aKTUBHOCTh TPAHCAMUHA3 OOBIYHO MEJICHHO CHMYKAJIach J0 YPOBH:, HaOII01aBIIErOCs
710 Hayaja JICYCHHUS.

PexoMenayercss mpoBOAUTH OLIEHKY (YHKIIUU TIEUYEHU O Hayaia JICYeHUS, a 3aTeM MPU HATUYUU
KIIMHUYECKUX TOKa3aHWil. Y TMaIlMeHTOB, Y KOTOPHIX J03a Obuta yBenudeHa g0 80 Mmr, QpyHKIHIO
MEYeHU HEOOXOIMMO JOMOTHUTENFHO OLIEHUBATh TIEpe]] MOBBIIIICHHEM JI03bI, Yepe3 3 MecsIia mocie
HEro W TMEepPUOAMYECKH B JanbHeimeMm (Hampumep, 1 pa3 B moaroga) B TEUYEHHE TMEPBOTO Trojaa
nedenus. Ocoboe BHHMaHUE CIEAyeT YIeNATh MalMeHTaM, Y KOTOPbIX BO3HUKAET MOBBIIICHHE
aKTUBHOCTH TpaHCAaMWHA3 B CHIBOPOTKE KPOBHU. Y TaKUX MAIIMEHTOB OIEHKY (YHKIHUH TE€UYEHU
cienyer ObICTPO MOBTOPUTH U B JANbHEWINEM BBITONHATH yalie. EcIM akTHBHOCTh TpaHCaAaMHHA3
CBUJIETEIHCTBYET O MPOTPECCUPOBAHUN COCTOSIHUS, OCOOEHHO eciii OHa moBbimaeTcs 10 3 X BI'H u
CTOMKO COXPaHSETCs, CHMBACTAaTUH CIEYET OTMEHHUTb.

OOpatuTe BHUMaHHE, YTO AaKTHUBHOCTb ajaHMHamMuHOTpaHchepasbl (AJIT) wmoxer ObITh
00yCIIOBJIEHA TOPAKEHUEM MBIIIEYHONW TKaHH, MOATOMY pocT akTuBHOCTH AJIT B couetanum c
noBbimieHreM  aktuBHOCTH  K®K  Moker yka3piBaTh Ha MHOMaTHIO (CM.  Toapaszen
«Mmuomnartus/Pab1oMHOTH3Y).

CylecTByIOT HEMHOT'OYHUCIIEHHbIE IOCTPETMCTPAllMOHHbIE cOooOlmeHuss o  (aranbHOM U
HedaTaaIbHON MEYEHOUYHOM HEJO0CTaTOYHOCTH Y MAIMeHTOB, MPUHUMABIINX CTAaTUHBI, B TOM YHUCIIE
CUMBACTAaTHH. ECIIM NP JIEUEHHH CUMBACTATHHOM PAa3BUBACTCS CEPHE3HOE IMOPAKECHHE IEYCHH,
COIIPOBOKAAONIEECS KIMHUYECKUMU CUMITOMAMU W/WIM TUIEpOUTMpYyOUHEMHEN MM JKENTYXOH,
HeoOX0IMMO cpa3y ke MpeKpaTuTh Tepanuto. Eciu He ycTaHOBiIEeHA apyrasi MIpUYMHA MMOPAXKEHUS
M€YEHH, TEPANUsi CHMBACTaTUHOM HE JIOJDKHA BO30OHOBJIATHCS.

VY manueHToB, KOTOpPbIE MOTPEOJSAIOT 3HAUMUTENbHOE KOJMYECTBO AalIKOrojisi, Mperapar CleqyeT
HCIOJIb30BaTh C OCTOPOKHOCTBIO.



COOTBETCTEYET 3Kl
ot 11.12.2025 Nz 308

Kak u nmpu npuMeHeHUM APYTUX JTUMUACHIKAIOIINX Hpenaﬂgﬂgﬁ;'mqébiaﬁg I:c'ﬁiv—fﬁa-gfhllﬁﬁbiﬂfl

OMY OTYETY
E

onucanbl ciydyan ymepeHHoro (< 3 x BI'H) moBbllieHHs aKTUBHOCTH TpaHCAMHHA3 B CBHIBOPOTKE
KpOBU. DTHU M3MEHEHHUS BO3HHMKAIIM BCKOPE IMMOCJIC Hadajga TEparnud CHMBACTATUHOM, 9acTO OBLIN
MPEXOASIIUMHU, HE COIMNPOBOXKAAIUCh HHUKAKMUMU CHMIITOMaMH M HE TpeOOoBalM MpepbIBaHUS
JICUYEHUS.

CaxapHblii nuader

HeKOTOpBIe JaHHBbIC CBUACTCIILCTBYIOT O TOM, YTO CTATHHBI KaK KJIACC MOBLIIAKOT KOHICHTPAIHUIO
TJIIOKO3bI B KPOBH, & Y HEKOTOPBIX MAIIMEHTOB C BHICOKMM PHCKOM Pa3BUTHUS CaxapHOTo jauadera
CTAaTUHBI MOT'YT IIPUBOJUTH K PAa3BUTHUIO TAKOI'0 YPOBHS T'MIICPIIIMKCMUHA, IIPH KOTOPOM (bOpMaHBHO
JOJDKHBI  OBITh HA3HAYEHBI CaXapOCHWKAIOIIME TIpernaparbl. B TO ke BpeMs JTOT PHUCK
NEPCBCHINBACTCA CHMIKCHUCM COCYAUCTOI'0 pUCKa IMPU MPUMCHCHUHU CTATHUHOB H, CJICA0OBATCIIBHO,
HE JIOJDKCH OBITh MPUYHMHOW IpEKpalleHus: Tepanuu. [lanueHTsl ¢ pUCKOM Pa3BUTHS CaXxapHOTO
nuabera (KOHIEHTpALHUS TIIOKO3bl HATOMIAK OT 5,6 10 6,9 MMoib/1, nHaekc maccsl Tena (UMT) >
30 Kkr/M°, NOBBIMICHHBIH YPOBEHb TPUINMIEPHIOB, AapTepHAIbHAs TUICPTCH3MsS) IOIDKHBI
KOHTPOJUPOBATHCA KaK KIIMHUYCCKHU, TaK H OMOXMMHYECKH B COOTBETCTBHUHU C HallUOHAJIbHBIMHA
PEKOMEHIALIUSIMHU.

Huarepcruimanbable 3a00J1€BaHUs] JETKUX

Onucanpl ciydyad pa3BUTHsSI MHTEPCTULMATBHOW OOJIE3HH JIETKUX MPU NMPUMEHEHHH HEKOTOPBIX
CTaTUHOB, BKJIIOYAasi CHMBACTaTHH, OCOOCHHO MpU JUIMTEIbHOM Tepanuu (cM. paszaen 4.8).
[Tpu3HakaMy MHTEPCTHIIMAIBHOM OOJIE3HU JICTKUX SIBIISIFOTCS OJIBIIIKA, HETPOAYKTUBHBIN Kalllelb U
YXyAIIEHUE OOIIEro COCTOSIHHS 370POBBs (C1a00CTh, CHIDKEHHE MACChl Tella W juxopazaka). [lpu
MOJIO3PEHUH Ha Pa3BUTHE MHTEPCTUIMAIBLHOTO 3a00JCBaHUS JITKUX TEpalusl CTAaTUHAMHU JOJDKHA
OBITH OTMEHEHA.

eTH
Ilpumenenue y oemeui u noopocmkos 6 gozpacme 10—17 nem

bezonacHocth M 3((eKTHBHOCTH CcHUMBAcTaTUHa Y TMOAPOCTKOB B Bo3pacte 10-17 jer ¢
TeTEPO3UTOTHOM  CEMEHHOM  TMIEPXOJIECTEPUHEMHEH  OLEHHMBAIACh B  KOHTPOJIHUPYEMOM
KJIINHUYECKOM HMCCIIEIOBAHUH C Y4aCTHEM MaJIbUMKOB-IIOAPOCTKOB CO cTaauen pa3ssutusd Il u Beie
no knaccupukanuu TaHHepa M AEBOYEK, y KOTOPHIX IMPOLUIO HE MEHEee OJHOro roja Iocie
HACTYIUIEHUs] MeHapxe. Y MAaIMeHTOB, IOJIy4yaBIIUX CHMBACTaTHH, MPO(UIL HEKeNaTelbHBIX
SIBJIGHUH B 11€JIOM ObUI CXOJHBIM C TAKOBBIM y MAIIMEHTOB, MOJy4aBLINX I1a1ie€00.

Jo3b1 cBbilme 40 Mr B JaHHOI NONMYJSIAH NMAINMEHTOB HCCJIeIOBaHbI He ObLIH. B 3TOM
OrpaHUYEHHOM KOHTPOJMPYEMOM HCCIICAOBAHHM HE OBLIO BBISBICHO IMOJTBEPIKIACHUS BIIUSHUS
npernapara Ha poCT WIH MOJIOBOE CO3PEBAHKE JIEBOUEK U MAIBYMKOB IMOAPOCTKOBOTO BO3pacTa, MU
BJIMSIHHS HA TIPOJIOJDKUTEIBHOCTh MEHCTPYAIBHOTO IIUKJIA Y J€BOYEK TaK)Ke He OOHApPYKEHO (CM.
paznensi 4.2, 4.8, 5.1).

JleBymIKaM-TIOAPOCTKAM CIIEYeT OOBICHATh HEOOXOIUMOCTh MTPUMEHEHHUS COOTBETCTBYIOIIUX
METO0B KOHTpPALIETIIIUN BO BpEeMs Teparnuy CUMBACTaTUHOM (CM. pasnensl 4.3, 4.6).

Y mamumeHToB B Bo3pacte <18 smer »QQexTHBHOCTP M 0E30MacHOCTh Iperapara mph
MPOJOIDKUTEIBHOCTH JIeUyeHUs > 48 Hejlenb HEM3BECTHA, JOJNTOCpOouHble 3(h(EeKThl B OTHOLICHUN
(U3NIECKOTO, MHTEIUIEKTYaTFHOTO U TIOJIOBOTO CO3PEBAHMS HE H3YYCHBI.

HccnenoBanusi Mo MPUMEHEHWIO CHMBACTaTHHA y MAIMEHTOB Mianmie 10 JieT, a Takke y JeTei
npenyoepTaTHOTO BO3pAcTa M JICBOYCK B MPEMEHApXe HE MPOBOINIUCH.

BcnoMoraTenbHEIE BEIIECTBA

[Ipenapar comepXUT JAKTO3BI MOHOTHApAT. llarmueHThl ¢ peaKuMH  HaCJIeICTBEHHBIMU
3a00JIeBaHUSMUA HETIEPEHOCUMOCTH TallaKTO3bl, ACPHUIIUTOM JIAaKTa3bl WM TIFOKO30-TalaKTO3HOM
MajbabcopOIel He JOKHBI MPUHUMATD JTAHHBIN Mperapar.
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4.5. B3aumojeiicTBHe ¢ JAPYrHMH JIEKAPCTBEHHBLIMH penapatani

— BT

B3aMMOJAEHCTBUSA

MHOrOYHCICHHBIE MEXaHU3MBI MOTYT CIOCOOCTBOBAaTh MOTEHIMAIBHOMY B3aUMOJICHCTBUIO C
uaruouTopamu ['MI'-KoA-penykraspl. JIekapcTBEHHBIE CPEACTBA WM MPOJIYKTHI PACTHTEIBHOTO
MIPOUCXOXKACHUS, HHTHOUPYIOIIUE onpeaesieHHble ¢pepmeHTsl Metabonnsma (Harpumep, CYP3A4)
u/unmm Tpancnoptepsl (Hanpumep, OATP1B), MoryT yBenuuuBaTh KOHIICHTPAIIMIO CHMBACTATHHA H
TUAPOKCUKUCIOTHl CUMBACTaTHHA B TUIa3ME€ KPOBU M MPHUBOAUTH K IMOBBIIICHUIO PUCKA PAa3BUTHUS
MUONATUH/PadIOMHUOIN3A.

Jasi  BcexX NPUMEHSIIOIIMXCA OJHOBPEMEHHO JIEKAPCTBEHHBIX CPeICTB He00X0AUMO
o0paTUTbC K HHCTPYKIMH 10 MeIMUIHHCKOMY MNpPUMEHEHMI0 [UI  MOJIyYeHMs
JAOMOJIHUTEIbHOI HH(pOpMAUMU 00 MX MOTEHIHAJbHBIX B3aUMOEHCTBUAX ¢ CHMBACTATHHOM
W/MJIM BO3MOKHOM BJIMSIHMM Ha (pepMeHTHI WM TPAHCIOPTEPHI AJIsl BO3MOKHONH KOPpPeKUHH
03 WM pe:KuMa 103MpOBaHus.

HccnenoBanus B3aHMOHeﬁCTBHH MMPpOBOAWIIN TOJIBKO C YHAaCTUEM B3POCJIbIX ITAIITUCHTOB.

dapmakoguHaMHUUECKOE B3aUMOIEHCTBUE

Bzaumooeiicmeuss ¢ ecunonunuoemuyeckumu npenapamamu, Komopble Mocym npueodumb K
603HUKHOBEHUIO mMuonamuu npu MxpaS’ae]leOM NpUMEHEeHUU

Puck BO3HMKHOBEHHS MHOIATUH, BKJIIOYas paOJOMHUONU3, MOBBIIIACTCS MPU OJHOBPEMEHHOM
npuMeHeHnu ¢ gudparamu. Kpome toro, cymectByer (hapMaKOKHHETHUECKOE B3aHMMOJCHCTBHE C
reMpuOpO3UIOM, KOTOPOE MPUBOAUT K MOBBIIICHUIO YPOBHS CHMBAcTaTHHA B IIa3Me KPOBH (CM.
nozpaszzen «PapMakOKUHETUUECKHUE B3aUMOAECUCTBUS» U pasnensl 4.3, 4.4). IIpu onHOBpeMEHHOM
MPUMEHEHUH cHUMBacTaTuHa M ¢eHoduOpaTa HET HUKAKUX JIOKA3aTENbCTB TOTrO, 4YTO PHCK
BO3HUKHOBEHHUS MHOIIATHH TPEBBIIIAET CYMMY WHIMBUAYAJIBHBIX PHUCKOB TPU TMPUMEHEHHH
KaX/10T0 Inpenapara oTaenbHo. HeT qocTaTouHbIX JaHHBIX (hapMakoHaI30pa U GpapMaKOKHMHETUKU
OTHOCUTENBHO Apyrux ¢pubpartos. MHoraa cinyyan MuonaTtun/padioMuoiIn3a ObUTA acCOIUUPOBAHBI
C OJHOBPEMEHHBIM INPHUEMOM CHMBACTaTHHA M HHUALMHA B JIMIUA-MOJUGPUIMPYIOUMX J103aX
(> 1 r/cytkn) (cMm. paznen 4.4).

DapMaKOKMHETHUECKIE B3aUMOICUCTBU

Pexomenpanuu 1mo B3aMMOJEHCTBUIO MpeNapaToB MPHUBENCHBI B Tadnuie (Oosiee moapoOHas
uHpopMalnus NpeAcTaBiIeHa B TEKCTE; CM. Takoke pasnensl 4.2, 4.3 u 4.4).

B3aumoneiicTBHe ¢ APYTrUMH JTeKAPCTBEHHBIMH CPeCTBAMU, KOTOPO€E ACCOLMUPOBAHO €
NOBBIIIEHHBIM PUCKOM Pa3BUTHS MHONATHH/PadI0MHOIN3A

IIpenapartbl B3aumMoieiicTBUSA CooTBeTCTBYIOIIME PEKOMEHIANHT
Moninsie WHTHOUTOPBI nzodpepmenta | [IpornBonoka3zaHbl npu NpUMEHEeHUH
CYP3AA4: CHMBACTATHHA

- UTPAKOHA30T,

- KETOKOHA301JT,

- 103aKOHAa30JT;

- BOPHKOHA30T;

- JPUTPOMULINH;

- KJIAQPUTPOMHIIHH;

— TGJ'II/ITpOMI/II_[I/IH;

11
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(MOCAEQOBATENEROC T 000

- uaruouTopel  BUY-npoteassr
(Hanpumep, HepUHABHD);

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

- OotenpeBup;
- TEJanpeBup;
- He(dazo0H;
- KOOMIIMCTAT;
- IUKJIOCTIOPHH;
- JTAaHA301T,
- rempuoOpo3u
npyrue  uOparel (32 HMCKIIOYCHHEM | HE CleayeT MpeBbimarh 10 Mr cuMBacTaTuHa B
denodubdpara) CYTKH
(by3uI0Bast KUCIOTA HE PEKOMEHI0BAHO pUMEHCHUE c
CHMBACTaTHHOM
HUAIMH (HUKOTUHOBas kucioTa) (> 1 r/cyTtku) | He PEKOMEHIOBaHO IpUMEHEHNE c
CUMBACTaTHHOM narreHTam a3MaTCKOTo
MIPOUCXOKICHUS
aMHOIapOH HE cleayer mpeBblmath o3y 20 Mr
CHUMBACTaTHHA B CYyTKU
aMJIOTUTTIH
BeparnaMmui
TAIITHA3EM
3n6acBup
Tpa3onpeBup
JIOMUTAIU]] JUIS TAIIUEHTOB ¢ TOMO3UIOTHON ceMeHHOM
THIIEPXOJIECTEPUHEMHUEH HE clenyeT
nopeBbllIaTh  cyTouHyro o3y 40  wmr
CHMBAacCTaTHHA
JTANTOMUIIUH M0 BO3MOXKHOCTH y TAIIMEHTOB, IMOJIYYaOIUX

TEpAININO AJAlITOMUIUHOM, CICAYCT BPEMCHHO
MPUOCTAaHOBUTH NMPUMEHEHHE CUMBACTaTHHA, 3a
UCKIIIOYEHHEM CIy4aeB, KOrjga OKHpaemas
M0JIb3a TAKOM Tepanuy NpeBbIIIaeT BO3MOXKHBIN
puck (cM. pazzaen 4.4)

rpeingpyToBbIii COK

Opu TNPUMEHEHHMH CHMBAcTaTHHA  CIEAYeT
n3berate ynorpedsieHus rpeindpyToBOro coka

Brusnue dpyeux J1eKapcmeeHHblx cpedcme Ha cumeacmamuHr

Bzaumooenucmesue ¢ unzubumopamu CYP3A4

CumBacratul siBisiercs cyOctpatoM nurtoxpoma P450 3A4. MomHble MHTHOUTOPBI IIMTOXpOMa
P450 3A4 noBBIIIaIOT PUCK BOSHUKHOBEHUSI MHUOIIATUH M Pa0OMHOJIN3a MIOCPEACTBOM YBEIIMUCHUS
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KOHIIEHTPAllM! WHTHOWPYIOUIEH aKTUBHOCTH FMF-](OA-peﬂ%%I]EBI'E %L@%gﬁ 11;6' 'EDIEI:%/IIH

JedyeHus cumBacTaTuHOM. K TakuM MHTHOUTOpaM OTHOCSTCS MTPAKOHa30Jl, KETOKOHA30JI,
M103aKOHA30JI, BOPUKOHA30J, SPUTPOMUIIMH, KIAPUTPOMUIIMH, TEIUTPOMHUILINH, HHrHOUTOpHl BNY-
npoteassl (HarpuMmep, HelipuHaBUp), OOIIETPEBUD, TEIAPEBUP U HEPA300H.

OnHOBpeMEHHOE NMPUMEHEHHE WTPaKOHa30ja MPUBOAMUT Oosiee yeM K 10-KpaTHOMY HOBBIIICHUIO
HKCIO3MLIUU CUMBACTaTUHOBOM KHUCIIOTHI (AKTHBHBIM MeTaOOIUT OeTa-rHIpOKCUKUCIIOTHI).
TenuTpoMuLMH NpUBOAMT K 11-KpaTHOMY MOBBIIIEHHUIO SKCIIO3ULIUYA CUMBACTaTUHOBOM KUCIJIOTHI.

[IpotuBonoka3zanbl ~KOMOMHAllUKM C  UTPAKOHA30J0M, KETAaKOHA30JIOM, I103aKOHA30JI0M,
BOpUKOHAa30J70M, uHrHOMTOpamMu BUY-mporeassr (Hampumep, HenduHaBUPOM), OOLETIPEBHPOM,
TEJIanpeBUPOM, SPUTPOMHUIIMTHOM, KIAPUTPOMUIIMTHOM, TETUTPOMHUIIMHOM U He(ha30J0HOM, a TaKKe
¢ reMpuOpO3WIOM, TUKIOCIIOPUHOM U naHa3oioMm (cM. pasnen 4.3). Ecniu Tepanuio MOUIHBIMU
naruoutopamu CYP3A4 (nmpenapatamu, xkotopbie yBennuuBaroT AUC npuOiau3utensHo B 5 pas
WM 0OJIbIlIe) HEBO3MOXKHO OTMEHUTD, CIIEIyeT MPUOCTAHOBUTH TEPAITMIO CHMBACTaTHHOM Ha BpeMs
npreMa AaHHbIX MpernapaToB. C OCTOPOKHOCTBIO ClEAyeT Ha3HauaTh CUMBACTaTUH B KOMOWHAIIUU
c napyrumu MeHee MoluHbIMU uHruobutopamu CYP3A4: ¢daykoHa3onoMm, BepamaMuioM WU
TuiITHA3eMoM (cM. pasnaensl 4.2, 4.4).

DnyKkonason

Penxo coobmianock 0 pa3BUTHH pabIOMHONIN3A, CBSI3aHHOTO C OJIHOBPEMEHHBIM HPUMEHEHHEM
cuMBacTaThHa 1 (irykoHasomna (cM. paszaen 4.4.).

Huxnocnopun

Puck BO3HMKHOBEHMS] MUOMATHH/PaOIOMHOJIN3A TOBBIIIACTCS MPU OJHOBPEMEHHOM IPUMEHEHUHU
[UKIIOCTIOPUHA C CUMBACTaTHHOM, TIOSTOMY IPUMEHEHHUE C [IUKIOCIOPUHOM MTPOTHUBOIMOKA3aHO (CM.
paznensl 4.3, 4.4). HecmoTpss Ha TO, 4YTO JAHHBI MEXaHW3M O KOHIIA HE U3YYeH, OBLIO
MIPOJEMOHCTPUPOBAHO, YTO LuKIocnopuH yBennuuBaeT AUC unrudutopoB 'MI'-KoA-peaykra3sbl.
VBennuenne AUC nns cuMBacTaTHMHA NMPOMCXOJUT, B MEPBYIO OYEpE]b, YACTUYHO MO MPHUYMHE
unru6uposanus CYP3A4.

Jlanaszon

Puck pa3BUTHA MUOIIATUU U paGI[OMI/IOJ'II/I?»a MOBBIIACTCA HpHU OAHOBPEMCHHOM IIPUMCHCHUUN
AaHa3ojia ¢ CUMBACTAaTUHOM, IMO3TOMY IMPUMCEHCHUC C JaHA30JI0OM MPOTHUBOIIOKA3aHO (CM. pasaciibl

4.3,4.4).
I'emchubposun

I'emdubpo3un ysenuunBaer AUC cuMBacTaTHHOBOW KHUCIOTHI B 1,9 pasa, BO3MOXKHO, 3a CUeT
uHruoupoBanus riarokyponmsanun w/umn OATP1B1 (cm. pasmensr 4.3, 4.4). OgHOBpeMeHHOE
MpUMEHEeHHE ¢ TeM()UOPO3UIOM MPOTUBOMOKA3AHO.

Dy3udosas kucroma

Puck muomnaTtuu, BKIt04as pabAOMHUOIN3, MOXKET MOBBIMIATHCS MPH OAHOBPEMEHHOM MPUMEHEHUHU
CUCTEeMHOH (hy3uJ0BOM KHUCIOTHI U CTaTUHOB. OJJHOBPEMEHHBIN MpUEM TOW KOMOMHAIIMH MOXKET
MPUBECTH K TOBBIIICHUIO KOHIIEHTPALMU OOOMX MpEnapaToB B IUIa3Me€ KPOBU. MeXaHHM3M 3TOTrO
B3auMoJeicTBus (dapMakoniWHAMUKa WM (apMaKOKMHETHKa, WIM o0a MexaHu3Ma) IoKa
Heu3BecTeH. Coobmanock 0 pabaoMuoan3e (BKIIKOYas JeTalbHble CIy4yan) Yy MalueHTOB, KOTOphIE
NpUHUMANIU JlaHHyl0 KoMmOuHamuio. Eciaum mnpumeHenwe (y3uoBOM  KUCIOTHI  SIBISIETCS
HEOOXOJMMBIM, JICUEHHUE CHMBACTAaTUHOM CIIEyeT MPEKpPaTUTh Ha MPOTSHKEHUM BCEro Mepuoja
nedeHus: Gy3ua0BOM KUCI0Ton (cM. pazaen 4.4).

Amuooapon

Puck pasputus Muomnatuu W PabJOMHONIHM3a TOBBIIMIACTCS TPU OJHOBPEMCHHOM IPHMECHECHUHN
aMHUO/IapOHa C CUMBACTaTUHOM (cM. paznen 4.4).
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cUMBacTaThHa U amuoaapona. [loaTomy 103a cuMBacTaTiHa HE JODKHA MpeBbiaTh 20 M B CYTKU
JUTsl TAI[UEHTOB, KOTOPBIE MPUHUMAIOT 3TOT IIpenapar 0OJJHOBPEMEHHO C aMUOAapPOHOM.

BJZOKCZI’I’ZOpbl Kajivyueevlx KAHAl106

Bepanamun

Puck BO3HUKHOBEHUSI MUOMATUU U pabIOMHUOIIN3a MTOBBIIIAETCS IPU OJJHOBPEMEHHOM IMPUMEHEHUU
Bepanammia u cuMmBactatua B go3e 40 mr uinu 80 mr (cM. pazzaen 4.4). B hapmMakokuHeTHUECKOM
UCCIIEIOBAaHUKM OJHOBPEMEHHBIN IpHEM BepamaMmuia TIpuBel K yBeJIWYeHHro B 2,3 pasza
CUMBACTaTHHOBOHM KHCJIOTHI, BO3MOXHO, 4acTH4HO 3a cueT umHruOupoBanus CYP3A4. Tlostomy
7032 CMMBAacTaTHMHa HE JOJDKHA MpeBblmaTh 20 Mr B CYTKM AJiI1 MHAllMEHTOB, OJAHOBPEMEHHO
IIPUHUMAIOIIKX BEparaMul.

4Zuﬂmua3eM

Prck BO3HUKHOBEHUSI MUOIIATHN U Pa0IOMHUOIIN3a ITOBBIMIASTCS IPH OJJHOBPEMEHHOM PUMEHEHUHU
ouiTHa3eMa ¢ cuMmBactaTiHoM B jgo3e 80 mr (cm. pazmen 4.4). B dapmMakoKMHETHUECKOM
WCCIEAOBAaHUU OJHOBPEMEHHOE IPUMEHEHHE AWJITHAa3eMa MPUBOAWIO K YBEJIMYCHUIO YPOBHSA
CUMBACTaTMHOBOM KHUCIIOTHI B 2,7 pa3a, BO3MOXHO, 3a cueT unruoupoanusi CYP3A4. Tlostomy
7032 CHUMBAacTaTMHAa HE JOJDKHA TMpeBblmarh 20 Mr B CYTKM Yy MallM€HTOB, OJHOBPEMEHHO
MPUHUMAIOIINX JUJITHA3EM.

Amnoounun

[ToBbllIeHHBI PUCK BO3HMKHOBEHMsS MHONATHM HaOMIONAeTcss y NalMEHTOB, MPUHHMAOLIMX
OAHOBPECMCHHO aMJIOAUITUH u CHUMBAaCTaTHH. B (bapMaKOKI/IHeTI/I‘-ICCKOM HUCCIICJOBAaHUHN
OJTHOBPEMEHHBIH MpHEM aMJIOJIUIIMHA NPUBEN K YBEJIWYEHHIO CHUMBACTaTHHOBOM KUCIOTHI B 1,6
pa3a. IlosTomy no3a cuMBacTtaTMHa He JOJDKHa MpeBblmiaTh 20 Mr B CYTKH Yy HAIMEHTOB,
OJTHOBPEMEHHO NPUHUMAIOLINX aMJIOJUIIHH.

Jlomumanuo

Puck wmumomatuu u pabaoMUONM3a MOXKET TOBBIIIATHCS NPU OJHOBPEMEHHOM MPUMEHEHUU
JoMHUTanuaa ¢ cuMmBacTaTuHOM (cM. pazgensl 4.3, 4.4). CnegoBaTenbHO, y TAIMEHTOB C
TOMO3UTOTHOM CEMEWHOI TuIlepxoyiecTepuHeMUel 1032 CHUMBACTaTHHA HE JOJDKHA MPEBBIIIATH
40 MI' CUMBAaCTaTuHA B CYTKHU Y MAaDUCHTOB, OJJHOBPEMCHHO IMTPUHHUMAIOIIUX JIOMUTAIIU .

Ymepennvie uneuoumopvr CYP3A4

VY nmanueHToB, MPUHUMAIOIINX JPYTHE JIEKAPCTBEHHBIE CPEACTBA, KOTOPbIE OKa3bIBAlOT YMEPEHHO
uHru6upyronmii 3¢pdexr Ha CYP3A4, oqHOBpEMEHHO ¢ CUMBAacCTaTUHOM, OCOOEHHO B BBICOKHMX
7103aX, MOKET OBbITh MOBBIIIEHHBIA PUCK Pa3BUTHsI MUONIATHH (CM. pazaen 4.4).

Hneubumopuwt 6enxa-nepenocuuxa OATPIBI

CuMBactaTuHOBass ~ KucjoTa  sBiseTrcss  cyOcrpatom — Oenka-mepeHocunka  OATP1BI.
ComyTcTByrolee Ha3zHau€HHE JICKAPCTBEHHBIX CPEJCTB, KOTOpbIE HM3BECTHBI KaK WHTUOMTOPHI
oenka-nepenocunka OATP1B1, wmoxer npuBOauTh K  YBEJIMYEHUIO  KOHUEHTpPALUU
CHUMBACTaTMHOBOW KHCJIOTHI B IJIa3Me€ KPOBU M K TOBBIIICHUIO PUCKA PA3BUTHUS MUOTATHUU (CM.
paznensi 4.3, 4.4).

Huneubumopul benxa ycmouiuueocmu paxa monounoul sxcenezvl (Breast Cancer Resistant Protein —
BCRP)

OnHOBpeMEHHOE TpUMEHEHHe cuMmBacTaTMHa M uHruOutopoB BCRP, Bkimiowas mnpenapartsl,
cofiepkaliie 310acBUpP WM TPa3ONpPEBHUP, MOXKET INPUBECTH K YBEIUYEHUIO IUIa3MEHHOU
KOHIIEHTPALlUM CUMBACTaTUHA U TMOBBIIICHUIO PUCKA Pa3BUTUS MUOIIATUH (CM. pa3nensl 4.2, 4.4).

Huayun (nuxomunosas xucioma)

14



COOTBETCTEYET 3KI
- o1 11.12.2025 N2 30845
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OMY OTYETY
E

CUMBAaCTHUTHMHA ¥ HHalMHA (HUKOTMHOBOM KHCIOTHI) B JIMNUA-MOIU(DUUIHPYIOMUX 032X
(> 1r1/cytkmn). B (dapMakokMHETHYECKOM HCCIEAOBAHUN OIHOBPEMEHHOE IMPUMEHEHHE Pa30BOM
7103bl 2 T HUKOTHHOBOM KHUCIIOTBI C MIPOJOHTUPOBAHHBIM BHICBOOOKIeHHEM U 20 MI' cUMBacTaTHHA
npuBeno K ymepeHHomy ypennuennto AUC cuMBacTaTuHa U CUMBACTaTUHOBOM KUCTOTHI M Cpmax
CUMBACTaTUHOBOM KUCIIOTHI B TIa3Me.

I'petingppymosuiii cox

['peiindpyToBeiii  cok uHrHOMpyeT 1uToxpoMm P450 3A4. OnpHOBpeMeHHOE ymoTpeOJIeHHe
6ounpioro konmuyectsa (6osee | muTpa B eHB) IpeHNppyTOBOro COKa C CUMBACTATUHOM MPUBOIMT
K YBEJIMYECHUIO KOHIIEHTpAIMM CHUMBAaCTaTMHOBOM KucioTel B 7 pa3. Ilpuem 240 wmn
rpeingpyroBOoro coka yTpoM M CHMBAcCTaTHHA BEUEPOM TAKKE YBEIMYMBAECT KOHIICHTPAIIUIO
CUMBACTaTUHOBOM KUCIOTHI B 1,9 pa3a. B cBsi3u ¢ 3TuM HeoOxoauMo nu3berath ynoTpeOiaeHus coka
rpeindpyra npu IPUMEHEHUH CHMBACTaTHHA.

Konxuyun

CooOmanioch 0 ciy4asXx MHONATUUM U pabdAOMHUOIM3Aa TPU OJHOBPEMEHHOM IPUMEHEHUU
KOJIXMIHA M CHMBACTaTHHA IMAaIlMEHTaM C IOYEYHOW HEJOCTaTOYHOCTHIO. PeKoMeHmyeTcst 4acTo
IIPpOBOAWTH KIIMHAYECKUHN MOHUTOPHHT IMAIIUCHTOB, KOTOPBIC IPUHUMAIOT ITY KOM6I/IHaIII/IIO.

HHanmomuyun

IIpu  ogHOBpeMeHHOM  npuMeHeHuu  uHruoutopos I'MI-KoA-penykrazpl  (Hampumep,
CUMBAaCTaTMHA) M JaNTOMMLMHA MOXXET TIIOBBICUTBCS PHUCK Ppa3BUTUS MMONATUU  W/MIIH
pabmomuonm3a (cM. pazaen 4.4).

Puchamnuyun

[Tockonbky pudamnuuuH sBisercds MouHbIM UHAYKTOpoM CYP3A4, y mamnueHToB, KOTOPHIM
MPOBOJUTCS JUIMTENbHAs Tepanus pudaMOUIMHOM (Hampumep, A JIedeHUs TyOepKynesa),
BO3MOXXHA TIOTEps AaKTHUBHOCTU CUMBAacTaTHMHa. B (apMakOKMHETHMYECKOM HCCIEIOBAHUM Ha
310poBbIX jg00poBosbliax AUC Ui cMMBacTaTMHOBOM KHCIOTHI yMeHbIIWIack Ha 93 % mpu
OJIHOBPEMEHHOM NPUMEHEHUH prUpaMIUIIHA.

Bruanue cumeacmamuna na gpapmakoxunemuxy opyeux npenapamos

CuMBacTaTUH HE OKa3blBaeT MHrHOupyromero aeiictsus Ha nutoxpoM P450 3A4. [lostomy He
OKUJAETCA, YTO CHMBACTATUH MOXXET BJIMATH Ha KOHLEHTPALMM B IUIA3ME KPOBHU BEILIECTB,
MEeTa0O0JIM3UPYIOIIUXCS TOCPEICTBOM IuToXpoma P450 3A4.

Hep0paﬂbel€ AHmMuKoacyIslHnbl

B nByX KIMHUYECKUX MCCIEIOBaHUIX, IEPBOE HA 3J0POBBIX TI0OPOBOJIBIIAX U BTOPOE HA MallUEHTaxX
C TIOBBIIIEHHBIM YPOBHEM XOJIECTEpUHA, CUMBAcTaTHH B A03€ OT 20 1o 40 Mr B CyTKM YMEPEHHO
YCUJIMBAJ JeMCTBHE KyMapUWHOBBIX aHTHUKOAryJSIHTOB: MPOTPOMOMHOBOE BpEMsi, BHIPAKEHHOE Kak
MEXIyHapoaHoe HopMainu3oBanHoe oTHomeHnne (MHO), yBennuuinoch ¢ UCXOAHOTO ypoBHs 1,7 10
1,8 y 3m0poBBIX 100pOBOJIBIIEB M OT 2,6 1m0 3,4 y TAIMEHTOB C THUIIEPXOJECTEPUHEMHUEH.
Coobmanocs 06 ouenbp peakux ciaydasx MHO Beime HOpManbHbIX 3HaueHHi. [lanuenrawm,
MPUHUMAIOIIUM KyMAapUHOBBIE AaHTUKOATYJISIHTBI, CIEAYET OMPEEIUTh MPOTPOMOUHOBOE BpEMsI 110
U B Hayaje Tepanmuy CUMBACTaTUHOM, YTOOBI ONPEAETUTh OTCYTCTBHE 3HAYMTEIHHOIO U3MEHEHUS
MpPOTPOMOMHOBOrO BpeMeHU. Ecnm 3a70KyMeHTHpOBaHa CTaOMJIBHOCTH HPOTPOMOMHOBOIO
BPEMEHHU, €€ MOXHO H3MepSATh Yepe3 HHTEpBaJbl, OOBIYHO PEKOMEHJyeMble /Js IalueHTOB,
MOJIYYaIOIUX KyMapUHOBbIE aHTHKOAryisHThl. llpu u3MeHeHUM [03bl CHMBAcCTaTHHA WIH
MPEKpaIleHUH JICUEHHs Ty e MPOoLenypy ClIeayeT MOBTOpUTh. Tepanus cMMBacTaTUHOM He Oblia
CBSI3aHA C KPOBOTEUCHMEM WM HM3MEHEHUSMH INPOTPOMOMHOBOIO BPEMEHM Yy MAIEHTOB, HE
IIPUHUMABILINX AHTUKOATYJISTHTBI.
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COOTBETCTEYET 3KI
ot 11.12.2025 N= 30345
(MOCNEOOBATENEHOCTE 0004)

4.6. @epTUIBLHOCTD, 0EPEMEHHOCTD U JAKTALMSA

OMY OTYETY
E

bepemeHnHOCTh

CumBacTaTuH NPOTHUBONOKA3aH OepeMeHHbIM. Tak Kak 0e30macHOCTh Uil OCpeMEHHBIX He
JI0Ka3aHa U HeT JaHHBIX, YTO JICUEHHE MTPENapaToM BO BpeMs OEpeMEHHOCTH NPUHOCUT OUYEBUIHYIO
MOJIB3Yy, MPHEM IIpernapara CieqyeT HeMEUIEHHO MPEKPaTUTh NMPH HACTYIJICHHH OCpEeMEHHOCTH.
CuMBacTaTuH cileyeT Ha3HayaTh JKEHIIMHAM JIETOPOJHOI0 BO3pacTa TOJIbKO B TE€X Cllydyasx, Korjaa
BEPOSITHOCTh OEPEeMEHHOCTH O4YeHb Maja. [IpuMeHeHue cuMBacTaTWHA BO BpeMsi OEpEMEHHOCTH
MOJKET CHHU3UTh KOHLEHTpAlMIO MeBajloHaTa (MpeIlIeCTBEHHUK B OMOCHHTE3€ XOJECTEpPHUHA) Y
I01a. ATEPOCKIIEPO3 SIBISAETCS XPOHUYECKHM 3a00JieBaHHMEM M OOBIYHO IMPEKpalleHue MpuemMa
TUIIOJIMIUIEMUYECKUX [IPENapaToB BO BpeMsl OEpEMEHHOCTH OKa3bIBA€T HE3HAUYUTEJIbHOE BIMSHUE
Ha JIOJITOCPOYHBIE PHUCKH, CBA3AaHHBIE C IIEPBUYHOM TIHIIEpXoJiecTepuHeMuen. B cBaA3uM ¢ 3TUM
Ipernapar He JOJKEH PUMEHATHCS Y )KEHIIMH, KOTOpble O€pEeMEHHBI, IBITAIOTCS 3a0epeMEHETh WIN
II0JI03PEBAIOT, YTO OHU OepeMeHHBI. JledeHne npenapaToM JOJKHO ObITh MIPUOCTAHOBICHO Ha BECh
CpOK OepeMeHHOCTH WM I0Ka OEpeMEHHOCTb HEe JMarHoCTHpPOBaHa, a caMa >KEHIIHMHA
MpenyNpexaeHa O BO3MOXHONW ONacCHOCTH /171 11042 (cM. pazzaen 4.3).

JlakTanus

JlaHHBIE O BBIIEICHUU CUMBACTATHHA M €T0 META0OIHUTOB C TPYJHBIM MOJIOKOM OTCYTCTBYIOT. IIpn
HEeoOXOIMMOCTH HazHayeHHs mnpernapara CHUMBACTaTUH JKCHIIWHE B TEPUOJ JAKTAI[UU CIEAyeT
YUUTBIBATH, YTO MHOI'MC JICKAPCTBCHHBIC IIPCIIapaThbl BBIACIAIOTCA C TPYAHBIM MOJIOKOM, U UMCCTCA
yrpo3a pa3BUTHUsI CEPhE3HBIX HEKEIIATEILHBIX PeakIuid. BeencTBre 3Toro npu KOPMIICHUH TPYABIO
MpueM Ipenapara ciaeayeT npekpaTuTh (cM. pazaen 4.3).

DepTHIbHOCTH

I[aHHBIG O BJIMSIHHMH CHUMBAaCTaTHHaA Ha q)epTI/IJ'II)HOCTB Y XKCHIOIUH OTCYTCTBYIOT. CuMBacTaTUH HE
OKa3bIBAaCT BJIIMAHUA HA (I)epTI/IJ'ILHOCTB Y KPBIC MY?KCKOI'O U JKECHCKOT'O I10JIa.

4.7. Bausine Ha CIOCOOHOCThH YupaBJsAiTb TPAHCIIOPTHBIMH CpPEACTBAMH M paﬁoTaTb C
MEXaHU3MaMHu

CuMBacTaTUH He OKa3bIBACT UJIM OKA3bIBACT HE3HAUMTCILHOE BIIMSHUE HA CIIOCOOHOCTh YIIPaBJIATH
TPAHCIIOPTHBIMU CPCACTBAMU U pa6OTaTB C MeXxaHu3MaMmu. TeM He MCHCC, IIPpU YIIPABJICHUU
TPAHCIIOPTHBIMHU CPCACTBAMU UJIU pa60Te C MCXaHN3MaMHU CJICAYCT NPUHUMATbL BO BHUMAHUE, YTO B
MOCTPETUCTPAINOHHOM MIEPHUOAC COO6H.I3.J'IOCL O PCAKUX CIIyUasaX pa3BUTHS I'OJIOBOKPYIKCHUA.

4.8. HexkesaTeibHbIE peaKkuu

Pesrome nmpoduiist 0e30nacHOCTH

CuMBacTaTUH B ILIEJIOM XOPOIIO MEPEHOCUTCS, U OONBIIMHCTBO MOOOUYHBIX 3()(EKTOB SBISIFOTCS
cabo BBIPAXEHHBIMU M TOpexofsmumMu. Menee 2 % NalMeHTOB, NMPUHUMABIIMX Y4acTHE B
KJIMHUYECKUX HCCIIEJOBAHMUSIX, TNPEKpaTHIM JIEYEHHUE B CBSI3M C pa3BUTHEM HEXeIaTelbHbIX
SIBJICHUH, CBOWCTBEHHBIX CUMBACTaTHHY.

B mpeaApEruCTpaiuOHHbBIX KIIMHUYECKUX HUCCICOOBAHUAX HEXCJIAaTCIIbHBIMU SABJICHUSMU,
BO3HUKABIIMMU C YacToTol He MeHee | %, KOTOphIE OIICHMBAIUCH HCCIEIOBATENIMU Kak
BO3MOXXHO, BEPOATHO WJIN OMPECACICHHO CBA3AHHBIC C IMTPUEMOM IIpcIiapara, 6I)IJ'II/I 6OJ'II) B JXUBOTC,
3amop W MereopusM. JlpyruMu HexenaTeNnbHBIMU sBICHHSAMH, Bo3HHMKaBmmMu y 0,5-0,9 %
ITaIMCHTOB, 6BIJ'II/I ACTCHUA U T'OJIOBHAA 6OJ'IB. Nwmenuce PEAKHUC COO6HIGHI/I${ O Pa3BUTHUH MHUOIIATUU
(cm. paznen 4.4).

B xnmunnueckom mccnenoBanuu (HPS), B kotopom 20536 manueHTOB MpHUHUMAIM CHMBACTaTHH
(n = 10269 nauuenToB) B n03¢ 40 Mr B cytku miu miamne6o (N = 10267 maiueHTOB) B TCUCHHE B

16



COOTEBETCTEYET 3KI(
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CpeIHEM 5 JIeT, XapakTep HEeXeNlaTeIbHBIX SBICHHUM_ObLI cﬁgﬂ%ﬁﬂ@%ﬁéﬂtﬂ&hé_ﬁ&ﬁéﬂ

OMY OTYETY
E

miane6o. Yactora NmpekpalieHus: Tepanuu BCIESACTBUE PAa3BUTHUS HEKENATENIbHBIX SBJICHUNA ObLia
TaKXe COMOCTaBUMOI B ABYyX rpynmax (4,8 % B rpymnme cumBactatiuna u 5,1 % B rpymme miane6o).
YacTora pa3BUTUS MMONATUM Yy MAlMEHTOB, MOJY4aBIIMX cUMBacTaTHH, Obula meHee 0,1 %.
[ToBbIllICHNE AKTUBHOCTH «IICUYEHOYHBIX» TpaHcamuHa3 (Oosiee dem B 3 pa3a BHINIC BEpPXHEH
IpaHMIIbl HOPMBbI, IOJITBEPXkIAEHHOE IpPHU HMOBTOPHOM HcciefaoBaHMM) Habmopanocs y 0,21 %
[AaMEHTOB rpynnbl cumBacTatiHa Uy 0,09 % mauueHToB rpymisl mianeoo.

Pe3roMe HexeaaTeabHbIX PEAKIINN

Yacrota HexenatenbHbIX peakuuii (HP) ycranoBnena crnemgyromum oopazom: odeHpb gacto (>1/10);
gacto (>1/100, Ho <1/10); Hewacto (>1/1000, Ho <1/100); peaxo (>1/10000, no <1/1000); oueHp
peako (<1/10000); wyactora Heu3BecTHa (HAa OCHOBAaHWM WMEIOIIUXCS JaHHBIX OIICHHUTH
HEBO3MOJKHO).

Hapywenus co cmoponvt kposu u aumgamuueckoi cucmemol
Penxo: anemus.

YacroTa HEU3BECTHA: TPOMOOIIMTOTICHHUSI.

Hapywenus co cmoponvl ummynnou cucmemvl

PGIIKOI CUHAPOM MOBBIIIICHHOM YYBCTBUTCIIbHOCTH, KOTOpI)If/'I MMPOABIACTCA aHTMOHCBPOTUUYCCKUM
OTEKOM, BOJTYAaHOYHOMNOJOOHBIM CHHJIPOMOM, PEBMATHUECKON MOJMMHUAITHEN, 1€PMATOMUO3UTOM,
BaCKYJIMTOM, TPOMOOILIUTONIEHUEHN, 203UHODMINEN, YBEIMYEHUEM CKOPOCTH OCE/IaHUsl SPUTPOLIUTOB
(COD), aprputoMm, apTpairdsiMH, KpamuBHHULEH, (OTOUYBCTBUTEIBHOCTBIO, JIMXOPAJKOH,
«IIPUIMBAMI» KPOBH K KOXKE JIMIIA, OJBIIIKON M 00MIeH c1ab0CThIO.

Ouenb peako: aHaUIaKCHsL.
YacroTa HeM3BECTHA: pa3BUTHE AyTOMMMYHHON MUONIATHH.

bbutn  monydeHbl  O4YEHb  pelKHe  COOOLIEHMS O  Pa3BUTUM  MMMYHOOIIOCPEIOBAaHHOM
HEKpPOTHU3UPYIOIIEH MHUONATUU (ayTOMMMYHHOM MMOIATHH), OOYCIOBJIEHHON MPHEMOM CTAaTHHOB.
MMmyHOONOCpEeIOBaHHAs MHOMNATHS XapaKTepusyeTrcs Cl1aloCThI0 MPOKCUMAIBHBIX MBI U
MOBBIIIEHHOW aKTHUBHOCTBIO K®PK B CHIBOPOTKE KpOBH, KOTOpBIE COXPAHSIOTCS, HECMOTPS Ha
OTMEHY JIe4eHUs cTaTMHOM. Ha OuoncuM MBI BHIHA HEKPOTH3UpYOIas Muonatus 6e3
3HAYUTENIPHOTO BOCHAIEHHUA. YIy4lleHHe HaONroAaeTrcs Npu Tepanuu HUMMYHOJAETPECCUBHBIMU
npenaparamu.

Takxe ObUTH TTOTYYEHBI PEJKHE MOCTPETUCTPAIIMOHHBIE COOOIIEHNSI O KOTHUTUBHBIX HAPYIICHUSIX
(Hampumep, pa3iUyYHbIE HApPYIIEHUS TMaMATH — 3a0bIBYMBOCTh, CHUKCHHE MaMSTH, aMHE3Hs,
CITyTaHHOCTh CO3HAHUs), CBS3aHHBIE C MPUMEHEHNEM CTaTUHOB. /[aHHbIE KOTHUTUBHBIE HAPYIIECHUS
ObUTH  3aperucTPUpPOBaHbl TpU TpueMe BceX CTaTuHOB. CooOIIeHus B 1[ETOM  OBLIH
KJIacCU(PUITUPOBAHBI KaK HECEPHhE3HBIE, C PA3IMYHON JJIUTEILHOCTHIO JIO TOSBIICHHUS CHMIITOMOB
(oT 1 cyTOK 10 HECKONBKHX JIET) M BpeMEeHeM uX paspemieHus (Meauana 3 Hemenu). CHMITOMBI
ObLTH OOPATUMBIMU M TIPOXOJIAIIH TIOCTIE OTMEHBI TEPANTUU CTATHHOM.

Icuxuueckue HapyweHnus

Ouensb penko: 0€CCOHHUIIA.

YacroTa HEU3BECTHA: IEMIPECCHSI.

Hapywenus co cmoponul nepsnoii cucmemol

Penko: ronoBHas 60116, TOTOBOKpYKEHUE, Iepudepudeckast HeWponarTus, TapecTe3usl.
OdeHb peliKo: YXYAIICHUE TAMSITH.

YacToTa HEM3BECTHA: MUACTECHUS T'paBuUC.
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Hapywenus co cmoponwl opeana 3penus

Penko: momyTHEeHUE B 10JIe 3pEHUS, HAPYIICHUE 3PEHUSL.
YacroTa HEU3BECTHA: IJ1a3HAsi MMACTEHUSI.
Hapywenus co cmoponul OvixamenvHotl cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCmeHUs

YacToTra HEW3BECTHA: HMHTEPCTUIMAIbHOE 3a00JieBaHUE JIETKUX (OCOOCHHO TMpPH UIUTEIHHOM
MIPUMEHCHHUH ).

Hapywenus co cmoponul srcenyoouno-kuuieuno2o mpakma

Penxo: 3amop, 6011b B )KUBOTE, METEOPU3M, IUCIICTICUS, TOIIHOTA, PBOTA, TUApes, TAaHKPEATUT.
Hapywenus co cmopoHbl neuenu u Hceniesvleo0auux nymet

Penko: rematut/xentyxa.

Ouens penko: gaTtanbHas U HeaTaIbHas IEYCHOYHASI HEJOCTATOYHOCTD.
Hapywenus co cmoponul Kodtcu 1 n0OKONCHbIX MKAHell

Penko: kokHas ChIlb, KOKHBIN 3Yy/]1, aJONICLHUS.

OueHb penKo: TMXEHOUIHAS JIEKAPCTBEHHAS ChlIlb.

Hapywenus co cmoponul mbiueyHotl, KOCMHOU U COeOUHUMENbHOU MKAHU

Penko: muanrus, cynoporu Muliiil, padJoMUOIN3, MUOTIATHS (BKIIIOUAs MUO3HUTHI).
OueHsb penKo: pa3pbiB MBIIIIIIHI.

Yacrora HEU3BECTHA! TEHUHOIATHUH, BO3MOKHO c pa3pbIBOM CYXOKUIINH,
MMMYHOOIIOCPEOBAHHAS HEKPOTU3HUPYIOIIAsi MUOTIATHS.

Hapywenus co cmoponvl penpodykmusHou cucmemsl 4 MOIOYHBIX Jicele3
OdeHb pelKo: THHEKOMACTHSI.

YacToTa HEU3BECTHA: SPEKTUIIbHAS TUCHYHKITHS.

Obwue napywenus u peakyuu 6 mecme 68e0eHUs.

Penxo: acrenus.

Jlabopamopuvie u uHcmpymeHmanvHvle OaHHble

HmeroTcs peaxue coOOLIEHHS O Pa3BUTUU BBIPA)KEHHOTO M CTOMKOTO MOBBIIMIEHUS aKTHBHOCTHU
«MIEYEHOYHBIX» TpaHcaMuHa3. Takke cooO0lanoch O TOBBIIIEHUMH AaKTUBHOCTH UIEJIIOYHOM
¢docdartazpl 1 ramma-riyraMuiITpaHcnenTuaasbl. OTKIOHEHHUS B IMOKa3aTeNsX (YHKIMOHAIbHBIX
MEYEHOYHBIX P00 0OBIUHO CJ1a00 BBIPAXKEHBI U HOCAT Mpexoasiuil xapakrep. Mimerorcs cBeneHus
0 ciay4asx noseleHus akTuBHOocTH KDK.

CooOmianoch 0 TOBBIIIEHUMH KOHIIEHTpPAIlMK TIUKO3UIUpoBaHHOro reMoriobuHa (HbAlc) u
KOHLIEHTPAllUM TJIOKO3bl B CHIBOPOTKE KPOBM HATOLIAK IIPU IPUEME CTaTHUHOB, BKJIIOUas
CUMBACTaTHUH, TUIIEPIIUKEMHUU.

Onucanue OTACIbHBIX HSKEIATCILHBIX PEAKIUI

Cnenylonme HEXCIIaTCIIbHBIC ABJICHUA coo61uann05 Ipru TPpUMCHCHUN HCKOTOPBIX CTATUHOB!
¢ HApYHCHHA CHA, BKIIIOYass KOMIMApHbBIC CHOBUIACHUA,
¢ CCKCyaJIbHasA r[[I/IC(I)}/HKI_[I/ISI, THHCKOMACTH:.

CTH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CEMENHON THUnepxoyiecTepuHeMuel MpopuiIs 0€30MaCHOCTA U MEPEHOCUMOCTH JICYCHHUS B TPYIITIE,
MPUHUMABIIEH CHMBACTaTUH, OBUI COIMOCTaBHM C TpoduiaeM OE30MacHOCTH U TMEePEHOCUMOCTHU
JICUYEHUs B TpyIIie, IPUHUMABIIEH M1aneoo.

COO6IJ.[€HI/IG 0 MOA03PEBACMBIX HCXKCIATCIIbHBIX PCAKITMAX

Baxmno COO6H_IaTB 0 IMOAO3pE€BAEMBIX HEXKCIIATCIIBbHBIX PCAKIUAX IMOCJIIC PETUCTpAlUU IIpEriapara C
OCJIbIO obecneucHust HCIIPCPBIBHOT'O MOHUTOpHHTA COOTHOIICHUA «I10JIb3a —  PHUCK»
JICKApCTBEHHOT'O IIpfIiapara. MGI[I/IHI/IHCKI/IM pa6OTHI/IKaM PEKOMEHAYCTCA COO6H_[aTI) 0 JI00OBIX
MoAO3pCBACMbIX HCKCIIATCIIbHBIX PCAKIHAX JICKAPCTBCHHOTO IIpfriapara 4YCpe3 HAIUMOHAJIBbHBIC
CHUCTCMbI COO6HI€HI/I${ 0 HEXKCIATCIbHBIX PpCaKOUAX TrocyaapCTB — UYJICHOB EBpa3HﬁCKOFO
9KOHOMHYCCKOI'O COrO3a.

Poccuiickas @enepanus

denepanbHas Ciryk0a 1o Haa30py B cepe 31paBoOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsiHcKast miiomanis, a. 4, ctp. 1

Tenedon: +7 800 550-99-03

DnektponHas mouta: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

CaiiT B nH(GOPMAIIMOHHO-TEIICKOMMYHUKAIMOHHOU ceTn «MHTepHeT»: WWW.roszdravnadzor.gov.ru
4.9. Ilepeno3upoBKa

CHUMIITOMBI

Coonanocs 0 HCCKOJIBKUX CJIYy4YadX MNEpCAO3UMPOBKH, MaKCUMAJIbHAA HPHUHATAA J03a COCTAaBJIAJIA
3,6 r, IpU 9TOM HH Y OJHOI'O MafueHTa HOCJ'IG)ICTBI/II\/'I NEpCaA03UPOBKU HE BBISIBIICHO.

Jleuenue

I[J'If[ JICUCHUS TNECPCAO3UPOBKU TIPHUMCHAIOTCA O6HII/IC MCPBI, BKJIIOYasad MNOAACPKUBAIOLIYIO H
CUMIITOMAaTUYCCKYIO TCPAIIHIO.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOiicTBa

dapmakoTepaneBTHUYECKas TPYIIa: THUIOJUNIUIEMUYecKre cpeacTBa; uHruoutopsl ['MI-KoA-
pEeayKTa3bl.
Kon ATX: C1I0AAO01

MexaHu3M AeiCTBUS

CuMBacTaTUH NpeacTaBiIsgeT co00i rHNONUNUAEMUYECKUN ITpernapar, MojiydaeMblii CHHTETHYECKIM
nyTeM M3 npoaykra ¢pepmentanuu Aspergillus terreus.

[Tocne mpuema BHYTPb CHMBACTaTHH, KOTOPBIN SIBISIETCS HEAKTHBHBIM JIAKTOHOM, ITOJBEPTaeTCs
THAPONU3Y B TMEYEeHH C 0Opa3oBaHUEM COOTBETCTBYWOIIEH (GOpMBI  [-THAPOKCHKUCIOTHI
CUMBACTaTHHA, SIBIIIOMICHCS OCHOBHBIM METAa0OIUTOM M 00Jafaromiell BEICOKOM WHTHOMPYIOMEH
akTUBHOCTHIO B oTHomieHuu ['MI-KoA-penykrasel, hepMeHTa, KaTaTH3UPYIOLUIET0 HAYaIbHYIO U
HauboJjee 3HAUMMYIO CTaJui0 OMOCHMHTEe3a XoJjiecTepuHa. KimHHueckue ucciaernoBaHUS MOKa3aau
3¢ (HEeKTHBHOCTh, CHUMBACTaTHMHA B OTHOIICHWU CHWXKeHHS KoHIeHTparmuun OXC B miasme KpoBH,
XC JIITHII, TT" u xonectepruHa JIAMONPOTEUMHOB oueHb HU3KoM TuioTHOCTH (XC JITIOHII), a Taxxke
nosplieHUs kKoHueHTpauuu XC JIIIBII y nmanueHToB ¢ reTepo3uroTHON ceMeiHOW U HECEMEMHOMN
TUTIEPXOJIECTEPUHEMHEH, a TakKe CMEIIaHHOW THUIEpPIUNUIEMHEd B TeX Ciydasx, Korua
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OCNENOBATE HOWC TS 0004
MHOBBIIICHHAS KOHICHTPAUA XOJICCTCPUHA SIBIICTCS baKTopoi\JI_lp’I/ICIZE'PP' azkHaq'e’Hlﬁm OTHOT J_II/IeTIQI

HEJIOCTAaTOYHO. 3aMETHBIM TepaneBTUUecKuil 3G deKT HaOMogaeTcss B TeUEHHWE 2 HeNelnb IpHemMa
npemnapaTa, MaKCUMalbHBIA TepaneBTUYeCKHil d¢dekT — B TedeHne 4—6 Henenb Mocie Hayala
nedeHusa. ODPPexT coxpaHsercs UpU MNpoJaoLKeHuH Tepanuu. [Ipu mnpekpameHuud mnpuema
CUMBACTaTHUHA  KOHIICHTPALMsI  XOJIECTEpPMHA  BO3BpAIAETCA K  HUCXOAHOMY  3HAYCHHUIO,
HaOIo1aBIIEMYCs JI0 Havasia JISYSHHUsI.

AKTUBHBI MeTa0ONUT CHUMBAcCTaTUHA sBIsIETCS crenuduueckuM uHruoutopom I['MI-KoA-
penaykTasbl, (GepMeHTa, KaTaIU3UPYIOIIETO pPeakiuio oOpa3zoBaHus MeBanoHata u3 ['MI-KoA.
HecmoTpst Ha »3TO, mpueM cuUMBacTaTMHA B TEPaNeBTUYECKHUX 033X HE MPHUBOJUT K TMOJIHOMY
naruoupoBannio ['MI'-KoA-penykraspl, 4TO IMO3BOJISIET COXPAHUTh BBIPAOOTKY OHMOJIOTHYECKH
HE0OXOIMMOT0 KOJIHYECTBA MeBajoHaTa. [IOCKOJNBKY paHHUM 3TaroM OMOCHHTE3a XOJIECTEpHUHA
spisiercs: koHBepcuss I'MI'-KoA B MeBaloHaT, CUMTAETCs, YTO NPUMEHEHHE CHUMBACTAaTHHA HE
JIOJKHO BBI3BIBaTh HAKOIUICHUSI B OpPraHM3ME IMOTEHIMAIBLHO TOKCUYHBIX cTeposioB. Kpome Toro,
I'MTI'-KoA O6bicTpo MeTabonusupyetcst oOpatHo 10 anetuia-KoA, KOTOpblii ydacTByeT BO MHOTHX
npoiieccax OMOCHHTE3a B OpraHu3Me. XOTs XOJIECTEPUH SBIISIETCS MPEAINICCTBEHHUKOM BCEX
CTEpOHMJIHBIX TOPMOHOB, HE HaOJI0NaJOCh KIWHUYECKOIO BIUSHUS CHUMBAcTaTHMHAa Ha
CTEpOMJIOTEHES.

[TockonbKy CHMMBAacTaTUH HE BBI3BAI IOBBIINICHUS JHUTOTCHHOCTH J>KEIYM, MAaJOBEPOSITHO €ro
BJIMSIHUE HA YBEJIMYEHHUE YAaCTOThI 3a00JI€BAEMOCTH KETYHOKAMEHHOH 00JI€3HbIO.

dapmarkonmaamuueckue 3O EKTHI

CrMBacTaTUH CHM)KAET Kak MOBBILIEHHYIO, TaK U HOpMaibHYI0 KoHueHTpauuto XC JIITHIL. JITTHIT
0o0pa3ylTcsi W3 JUNONPOTEeMHOB o4eHb Hu3koi tiotHoctu (JIIIOHII). KaraGomusm JITTHIT
MPCUMYIIIECTBEHHO  OCYIIECTBIISETCS C Momomsio  BbeicokoadguuHoro JIITHIT-penenropa.
Mexanusm cHmwkeHus: koHueHtpauun XC JIITHIT nocne mpuema cumBacTaTHHA MOXET OBITh
oOycnoBiieH Kak cHkeHueM koHueHntpauuu XC JIIIOHII, tak u akrusauueit JIITHII-penentopos,
YTO MPUBOAMT K YMEHbIIEHUIO 00pa3oBaHus U ycuieHuto karabonusma XC JIITHIL Ilpu tepanuun
CUMBACTaTHHOM TAaKXe CYLIECTBEHHO CHMKaeTcs KOHIeHTpauusa ano B. Ilockonbky kaxknas
yactuna JIITHIT cogepxut onny Mosekyiy ano B, a B Apyrux aunonporenHax oOHapyeHbI Majble
KOJIMYEeCTBA amno B, MOXHO MNpeanoyIoKUTh, YTO CHMBACTaTHH HE TOJBKO BBI3BIBAET IIOTEPIO
xosiectepuHa B yactunax JIIIHII, HO u cHMXkaeT KOHLEHTpaluio LUpKyaupyomux yactun JITTHITL
Kpowme Toro, cumBacratun nosbimaer konueHTpauuto XC JIIBII u camxaer koHuentpanuio TI' B
mia3Me KpoBu. B pesynprate 3Tux uaMeHenuit otHomenus OXC/XC JIIBIT u XC JHIHII/XC
JITIBII camxarorcs.

Kimanueckas 3dbdekTUBHOCTE U 0€30I1aCHOCTH

B ckanaMHAaBCKOM HCCIIEOBAHWM BIIMSHHSA CHUMBAacTaTMHA Ha BbDKMBaeMocTh (4S) BosjelicTBhe
TEpanuy IMpernaparoM Ha OOILIyI0 CMEPTHOCTh (MeAMaHa BPEMEHM y4yacTus HalueHToB 5,4 roja)
oueHuBanoch Ha 4444 nanumentax ¢ MBC. CumBactaTMH CHMXKan pPHUCK OOIIEH CMEpPTHOCTH,
cmeptHocT oT WBC u wactory HedaranbHBIX MOATBEPKACHHBIX WH(PApKTOB MHOKap/a.
CuMBacTaTUH TaKke CHUKaJl PUCK HEOOXOJUMOCTH POBECHUS XUPYPTUUECKUX BMEIIATENbCTB 110
BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA (20PTOKOPOHAPHOE LIYHTUPOBAHUE WIIM UYPECKOXKHAsS
TpPaHCIIOMHUHAJIbHAs KOpPOHApHAasl aHTUOIUIACTHKA). Y TMAalHMEeHTOB C CaXapHbIM JMAa0eTOM PHUCK
BO3HUKHOBEHHUS OCHOBHBIX KOPOHApHBIX OCJIO)KHEHMH ObUI Takke CHUXeH. boiee Toro,
CUMBACTaTUH 3HAYUTEJILHO CHIIKAJ PUCK BOSHUKHOBEHHUS (aTaIbHBIX M He(aTalbHbIX HapyIIEHUI
MO3TOBOIO  KpoBOOOpamieHusi  (MHCYJIBTOB W MNPEXONSIIMX  HApyIIEeHHH  MO3TOBOTO
KpOBOOOparieHus).

B 5-nernem uccnenoBanuu 3amuthl cepamna (HPS) agdextuBHOCTh Tepanuu cuMBacTaTUHOM ObLiia
npoaeMoHcTpupoBada y 20536 manueHTOB ¢ THMEPAUNUAEMUCH WM 0e3 Hee, HaXOIAIIUXCS B
rpymnme BbIcOKOoro pucka pasputus MBC B CBS3W € CONMYTCTBYIOIIUM CaxapHBIM JHA0ETOM,
WHCYJIBTOM B aHAMHE3€ U JPYTUMHU COCYTUCTHIMH 3a00JICBAaHUSMU.
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B 1aHHOM MHOTOIEHTPOBOM PaHIOMH3MPOBAHHOM ,IBOP'IHOM:QE&JQ%%QE%%H%%I@QQQ' U

OMY OTYETY
E

UCCIIEIOBAaHUM CHUMBAcTaTHMH B 03¢ 40 MI B CyTKM B CpaBHEHHMM C IJanedo CHHXKaJl OOILyIO
CMEpPTHOCTb, PUCK cMepTH, cBsi3aHHOW ¢ WBC, puCcK BO3HMKHOBEHHS OCHOBHBIX KOPOHApPHBIX
OCIIO)KHEHUH (BKIItoYass HedaTaibHBIA WH(APKT MHOKapaa Wiud cMepTh, cBsizaHHyo ¢ WBC),
HEOO0XOMMOCTh XUPYPIHUYECKHX BMEIIATEIbCTB IO BOCCTAHOBJIEHUIO KOPOHAPHOTO KPOBOTOKA
(BKirouass ~ AOPTOKOPOHAPHOE  IIYHTUPOBAHWE M YPECKOKHYIO  TPAHCIIOMHHAIbHYIO
aHTUOIJIACTUKY), a Takke Nepupepudeckoro KpOBOTOKAa M JPYIHMX BHUAOB HEKOPOHAPHOM
peBackyisipuzanuy. CHMBacTaTUH CHMKQJ PUCK pa3BUTHS UHCYNbTA, a TaKXKe pHUCK
rOCHUTAIN3ALMY 10 IOBOAY CTEHOKapAUU. PUCK pa3BUTHS OCHOBHBIX KOPOHApHBIX U COCYIAMCTHIX
OCJIOXKHEHUH CHIKaJCs y nmauueHToB ¢ uinu 0e3 MBbC, BkiIroyas ManueHToB ¢ caxapHbIM 1uadeToM,
3a00J1eBaHUAMU NEpUPEPUIECKIX COCYIOB MM LEpeOPOBACKYIIPHON MATOIOTHEH. Y MalueHTOB C
caxapHbIM J1a0eTOM CUMBACTAaTHH CHU)KAJl PUCK PAa3BUTHUS CEPbE3HBIX COCYIUCTBIX OCIIOKHEHHH, B
TOM 4YHCJ€ HEOOXOAMMOCTb MPOBEACHUS XUPYPTHUECKUX BMEIIATEIBCTB 10 BOCCTAaHOBJICHUIO
nepuepuyeckoro KpOBOTOKA, aMIyTallMM HWKHUX KOHEYHOCTEH, a Takke BO3HUKHOBEHHE
TPOUIECKUX S3B.

B npyroM MHOTOIIEHTPOBOM I1J1a11e00-KOHTPOIUPYEMOM HCCIeI0BaHuU ¢ yyacTreM 404 nmaiieHToB
CUMBACTATHH (110 JAaHHBIM KOPOHAPHOW aHTHOTpaduu ¢ MCIOIH30BAaHUEM KOJIMYCCTBCHHON OIICHKU
KOPOHAPHOT'0 KPOBOTOKA) 3aMe JIsLT TPOrPECCUPOBAHME KOPOHAPHOTO aTePOCKIIEPO3a U MOSBICHHE
KaK HOBBIX YYaCTKOB aT€pPOCKJIEPO3a, TAK M HOBBIX TOTAJIBHBIX OKKJIIO3HM, TOTJa KaK y MallMeHTOB,
MOJIyYaBIIUX  CTAHAAPTHYI  TEpamuio, HAOMIOJANOCh  HEYKIOHHOE  MPOrpeccHpoBaHUeE
aTEepPOCKJIEPOTUYECKUX ITOBPEXKACHUM KOPOHApHBIX apTepuil. AHamM3 NOATPYIII M3 JABYX
HCCICAOBAaHUN, B KOTOpbIe OBLIO BKIHOYEHO 147 MAalMEHTOB C THUIEPTPUTIUICPHICMHUCH
(runepuniuaemust [V tuna no kinaccudukanmu OperpukcoHa), mokasai, 4TO CHMBACTaTHH B J103€
ot 20 no 80 mr B cytku cHukan koHuentpauuwo TI', XC JIIIHII, xonectepuH He JUIIONPOTENHOB
BbicOKOM uioTHOCTH (XC He-JIIIBII, paccunThiBaeTcsi Kak pa3HOCTh MexAy KoHueHTparuen OXC
u xounentpamnueit XC JIIIBIT) u noseiman XC JITIBIIL.

AHanu3 JIpyrol MOATPYIIBl U3 7 TAIMEHTOB C AUCOETATUNONpPOTEHHEMUEH (THMEPIUTUIEMUS
Il Tuma mo xnaccuduxauun @OpenpuxkcoHa) cuMmBacTaTUH B Jo3¢ 80 Mr B CYTKH CHMXKAl
koHueHTpauuto XC JIITHII, Bxmrodas aumonporenHsl mpoMexyrouHoi muotHoctu (JIIIIIIT), a
taxke KoHueHTpanuio XC JITIOHIT u JITIIIIL.

5.2. dapmakoKUHEeTHYECKHUE CBOIiCTBA

AOGcopbrms

BcacbiBanuto nossepraercst okoso 85 % MpHUHSTON BHYTPh 103bl CHMBACTAaTHHA.

ITpuem muuom (B pamkKax CTaHJApTHOM THUIIOXOJIECTEPUHOBOM JMETH) Cpa3y IMocle INpueMa
CUMBAcCTaTHHA HE BIMSIET Ha (apMaKOKHMHETHUYECKUH poduiIb penapara.

Pacnpenenenue

[Tocne mprema BHYTPH B MEUEHU OMPEEIAIOTCS 00JIee BRICOKHE KOHIICHTPAIIUA CUMBAcCTaTHHA, YeM
B JIPYTUX TKaHSX.

Konnentpanust akTuBHOTO MeTabonuTa cuMmBactatuHa L-654,969 B cucTeMHOM KpPOBOTOKE
coctaBisier MeHee 5 % OT NPHUHATOM BHYTPH 103bI; 95 % OT 3TOro KojaumdecTBa HAXOJIUTCSA B
CBSI3aHHOM C O€JIKaMM COCTOSHHU.

Pe3ynbprarom akTHBHOTO MeTaboIM3Ma CUMBAcCTaTHHA B neueHH (6osee 60 % y My»X4uH) sBIsIeTCS
€ro HU3Kas KOHIICHTPAIHsI B OOIIIEM KPOBOTOKE.

B03MOXXHOCTP NPOHMKHOBEHHMsS CHUMBAcTaTMHAa dYepe3 remaTodsHuedannmueckuii Oapbep u
reMaToIlIalleHTapHbI Oapbep HE N3ydeHa.

Buorpaunchopmariust
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CuMBacTaTHH SIBJISIETCS HEAKTHUBHBIM JAKTOHOM, KOTQPBIH 6LICQD’0'I‘JII[}';L)31H3Y€TCH HpeBpamaﬁCL B

rUAPOKCUKUCIOTY cuMBacTaTuHa (L-654,969), cunbnbiii uarnbutop ['MI-KoA-pemykTassl.
OCHOBHBIMH META0OJUTAMU CHUMBACTaTHHA B IUIa3ME KPOBH SBIAIOTCA [-THAPOKCHKHCIOTA
cumBactatuna (L-654,969) u ero 6'-ruapokcu, 6'-THAPOKCUMETHI U 6'-DK30METHIICH IPOU3BOTHBIE.
WNurubuposanne ['MI-KoA-penykTassl sBIS€TCS KPUTEPUEM KOJIMYECTBEHHOW OIICHKH BCEX
(bapMaKOKMHETHUECKUX  HCCIIETOBaHUI B-TUAPOKCUKUCIBIX ~ METabOJIUTOB  (aKTHUBHBIX
WHTHOUTOPOB), a TaKKe AaKTUBHBIX ¥ JIATCHTHBIX WHTUOUTOPOB (BCEX WHTHOUTOPOB),
oOpa3yomuxcst B pesynbrare rugponusza. O6a tuna MeTaboJIMTOB ONPEAESIOTCS B IUIa3Me KPOBU
IIpU IpreMe BHYTPb CUMBAacTaTHHA.

['uponu3 cuMBacTaTMHA B OCHOBHOM MPOUCXOAUT MIPU «IIEPBUYHOM MPOXOKICHHUI Yepe3 NeUEHb,
MO3TOMY KOHIICHTpAIlMsl HEM3MEHEHHOT0 CHMBACTaTHHA B IJIJa3Me KPOBH YeJIOBEKa HU3Kas (MeHee
5% ot npunaroil no3sl). MakcumanbHas KoHUeHTpauus (Cpax) B IUIa3Me KPOBU METaOOJIMTOB
CUMBAcCTaTUHA JIOCTUTaeTcs uepes3 1,3—2,4 4 nocne npuemMa BHYTPb OJHOKPATHOM JI03bI.

B HCCIIeIOBaHMH C MPUMEHEeHHeM ©'C MEYeHOro CHMBACTATHHA [Ia3MEHHAs KOHI[CHTPALHS O0IIeH
paarOaKTUBHOCTH (14C MEUYCHBIH CHMBAacTaTMH + ~'C MEUYeHbIE METabONMTh CHMBACTaTHHA)
J0CTUTalla MaKCUMyMa uepe3 4 yaca u ObICTPO CHIKanach A0 npuMepHo 10 % oT MakcMMallbHOTO
3Ha4YeHMs B TeueHue 12 yacoB Mocie MnpueMa BHYTPbh OJHOKpaTHOM 103bl. HecMoTpst Ha TO, 4TO
JMarna3oH PEeKOMEHIOBAaHHBIX TEpaneBTHUYECKHUX /103 CUMBACTaTHHA COCTaBiseT oT 5 a0 80 mr B
cyTku, nuHenHbi xapaktep npodmist AUC (roiomans moj KpUBOM «KOHIEHTpAIUs — BPEMS»)
AKTUBHBIX METabOIUTOB B OOIIEM KPOBOTOKE COXpaHsETCs NP YBEIHUEHUHU A03bI 10 120 Mmr.

OnUMUHALMS

HpI/I (ICPBUYHOM IIPOXOKACHUN) YCPE3 IICYCHb CUMBACTATUH MeTa6OJII/I3I/IpyeTC$[ C MocJIeAyromum
BBIBCACHUECM CUMBACTaTHHA U €ro MeTa0O0IUTOB C YKETUBIO.

B nccnemosannu mpu mpueme 100 Mr mpemapata 'C MeUeHbIH CHMBACTATHH HAKATUTHBAJICS B
KpOBHU, Mou€ M KaloBbIX Maccax. Okono 60 % mnpuHATOM 03B MEYEHOrO0 CHUMBACTaTHHA
OIIPEeJIeNIANIOCh B KAJIOBBIX Maccax M okojio 13 % — B mMoue. MedeHblii CUMBAcTaTUH B KaJOBBIX
Maccax ObLI TpeAcTaBleH Kak NpOAYyKTaMH MeTabosin3Ma CHMBACTAaTHMHA, BBIACIUBIIUXCS C
KE4blo, TaK U HeabCOpOMpPOBaBIIMMCS MEYeHbIM cuMBacTaTuHoM. Menee 0,5 % mpuHATON 103bI
MEUYEHOI'0 CUMBACTaTHHA ObLJI0O 0OHAPYKEHO B MOYE B BHJI€ aKTUBHBIX METAa00IUTOB CUMBACTaTHHA.
B mnasme kpoBu 14 % AUC Obl1o 00YCIIOBIEHO AaKTMBHBIMM MHrHOUTOpamMu u 28 % Bcemu
unruoutopamu I'MI'-KoA-penykrassl. [locnennee ykasbplBaeT Ha TO, UTO B OCHOBHOM IPOAYKTHI
MeTaboaM3Ma CUMBACTaTHHA SBJISIFOTCA HEAKTHUBHBIMH MM cinaObiMu mHruouropamu I'MI-KoA-
pEILyKTas3bl.

B nccnenoBanuu 1o n3y4eHIo MpornopuuoHAIbHOCTU 03 cuMBactatuna 5, 10, 20, 60, 90 u 120 mr
HE HaOIIOJANIOCh CYIIECTBEHHOTO OTKJIOHEeHHs oT juHeiHHocTH AUC B 00ImeM KpPOBOTOKE C
yBeIM4YeHHEeM J103bl. (DapMakOKMHETHYECKHE IMOKA3aTeNM MPU OJHOKPATHOM M MHOTOKPAaTHOM
npueMe BHYTPh CHMBAcTaTHHA IOKa3aJid, YTO CHMBACTAaTHH HE HAKAIJIMBACTCS B TKAHIX TMPH
MHOT'OKPAaTHOM MIPUEME BHYTPb.

B uccnenoBanuu y manueHToB ¢ Tskesnod nmouedHoi HemocratouHocThio (KK menee 30 mu/muH)
ob1mast KoHueHTpanus HHruoutTopos I'MI'-KoA-penykrasbl B miia3me KpoBHU MOCIIE TPHEMa BHYTPb
OJTHOKpAaTHON 1036l cooTBeTcTByMomero uHruoutopa I'MI-KoA-penykrasel (ctatuna) Obuia
NpUOIM3UTENBHO B 2 pa3a BbIIIIE, UM Y 370POBBIX I0OPOBOJIBIIEB.

B uccnenoBaHuum C ydacTheM 3JI0pPOBBIX JOOPOBOJIBIIEB INPUMEHEHHE CHMBAacTaTHHA B
MaKCUMaJIbHOU J03€ 80 M He BIUSUIO Ha METa0OIU3M MH1a30J1aMa U SPUTPOMHIIMHA, SIBIISIOLINXCS
cyocrpatamu n3opepmenta CYP3A4. DTo o3HavyaeT, YTO CUMBACTATHH HE SBISIETCS HHTHOUTOPOM
nzopepmenta CYP3A4 u mo3BOJSET NPEANONOXKUTh, YTO TPUEM BHYTPb CHMBACTaTHHA HeE
OKa3blBaeT BIUSHMS HA KOHLEHTpPAlMIO B IUIa3Me€ KPOBHU  JIEKAPCTBEHHBIX  CPEJCTB,
MeTaboIu3upyroImuxcs noj aeicrerueM uzopepmenta CYP3A4.
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N3BectHo, uro mukiocnopuH yBenumunBaeT AUC HHFHGd’H;SOESjﬁ_%EKgE%I&E%ITaEﬁ,l ')é‘(l)lﬂ

COOTBETCTBYET ZKCNEPTHOMY OTUETY

MEXaHU3M JICKAPCTBEHHOTO B3aWMOJICHCTBUS HE W3y4eH NOJHOCThIO0. YBenudenue AUC
CUMBACTaTHHA TPEANOJIOKUTEIBHO CBS3aHO, B YAaCTHOCTH, C WHTHOMpoBaHWEM wu3odepMeHTa
CYP3 A4 u/vim tpancnoptaoro 6enka OATP1B1 (cm. paznen 4.3).

B dapMakokHHETHYECKOM HCCICIOBAaHUU TPH OJHOBPEMEHHOM MPUMEHEHHH C JUAJITHA3EMOM
HaOmonanock  yBenmmuenne AUC  B-rUApOKCHMKHCIOTBI ~ CMMBacTaTuHa B 2,7  pa3sa,
MIPEIIOJIOKHUTENHHO 3a cueT nHruoupoBanus nzopepmernra CYP3A4 (cMm. paznen 4.4).

B dapmMakoKMHETHYECKOM HCCIICOBAaHUH TPU OIHOBPEMEHHOM IMPUMEHEHHH C aMIIOJUITUHOM
Habmonanock ysenndernrne AUC B-THIPOKCHKUCIOTH CUMBAcTaTuHa B 1,6 pasa (cm. pasaen 4.4).

B (dapMakoKHHETHYECKOM HMCCIICIOBAHUU MPU OJHOBPEMEHHOM NMPHMEHEHHUH OJHOKPATHOM 03I
2 T HUKOTHMHOBOM KHCJIOTHI 3aM€EIJIEHHOrO BHICBOOOXKIEHMS M cuMBacTtaTuHa 20 Mr HaOIr04aIoCch
He3HauuTenbHoe yBennyeHne AUC cuMBacTaThHa M B-THAPOKCUKHUCIOTH cuMBacTaTHHA U Cmax B-
TUAPOKCUKUCIIOTH CUMBACTaTHHA B IJIa3Me KPOBH (CM. paznen 4.4).

KonkperHsie iyt merabosm3ma (y3uI0BOW KHCIOTHI B TEYEHU HEU3BECTHBI, OJHAKO MOYKHO
MIPEIITOJIOKHUTh O HAJTMYNU B3aUMOJACUCTBHS MEXIY (y3UIOBON KUCIOTOW U CTaTUHAMH, KOTOPHIE
MeTtabomuzupytotcs nzopepmentom CYP3A4 (cm. pazaen 4.4).

Puck pa3BuTHs MHONATHM YBEIMYMBAETCS MPH MOBBILIEHUN KOHIEHTpauuu UHrubutopoB I'MI-
KoA-penykrassl B miiazme kpoBu. CunbHbie HHTHOUTOPHI n30gepmenta CYP3A4 moryT noBsiaTh
KoHUeHTpauuo UHruoutopos ['MI'-KoA-peaykrassl 1 NpUBOJIUTH K YBEIHUEHHUIO PUCKA Pa3BUTHUS
Muonatuu (cMm. pazaensl 4.4, 4.5).

Oco0ble rpynIbl MalueHTOB

Honumopguszm cena SLCO1BI1

Hocurenun amienun ¢.521T>C rena SLCO1B1 umeror 6onee HU3KYIO aKTUBHOCTh TPAHCIIOPTHOTO
o6enka OATP1B1. AUC OCHOBHOTO akTHBHOTO METa0ONUTa, THAPOKCHUKHUCIOTHI CHMMBACTATHHA,
cocraBisieT 120 % y rereposurotHbix Hocutene (CT) C amnenn m 221 % y roMOo3UroTHBIX
Hocureneit (CC), oTHocUTeNnbHO NalMeHToB ¢ HambOojnee dacteiM reHotunoMm (TT). Yactora
BcTpeuaemoctu amnenu C B eBponeiickodl momymsiuu  paBHa 18 %. Y mauuMeHToB ¢
nonuMopduzmom resa SLCO1B1 ecTh puck MOBBIIIEHHS SKCTIO3UIIMA CUMBACTaTUHOBOW KUCIIOTHI,
YTO MOXET MPUBECTH K YBEIMUYCHHUIO PUCKa pabmomuonusa (cMm. pazaen 4.4).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuensb BcoMoraTeJbHbIX BelECTB

[enmrono3a Mukpokpuctaianieckas 102
Kpocnosunon (tun B)

AcKOpOMHOBas KUCIIOTA

JIumoHHas KHucI0Ta

Marnus creapar

Kpaxman kaprodenbHbIii
ByrmiruapoxcuToyon

JlakT03BI MOHOTHIpAT

BcnoMorarenbHEIE BEIIECTBA 000JI0YKH

Cmech 11  TPUTOTOBJIICHUS IUJIEHOYHOTO  MOKPBITHS <<Onaz[pa171® 20A180003  OGemblity:
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(NOCNEOQCBATENEHOCTE 0004)

runpomeriosa 2910, runponosa, TalbK, TUTAHA TUOKCUT

U1

Cmech 1t TPUTOTOBJICHUSI TUICHOYHOTO TMOKPBITHSA, B COCTaB KOTOPOM BXOJST: THIPOMEILIO3a
2910, runposiosa, TajabK, TUTAHA JUOKCH/I.

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CPOK XpaHeHus)

2 ropa.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPH XPAHEHUH

XpaHUTh B OPUTHHAIBHOMN yIIaKOBKe (ITauKe) MpH Temiieparype He Boiie 25 °C.
6.5. XapakTep u cogep:kaHue YNAKOBKHU

ITo 10 unm 14 TaGneTok B KOHTYPHYIO SYEHKOBYIO YHAKOBKY U3 IUICHKH MOJMBUHIIXJIOPUIHONW U
(boIbIrY AMIOMUHUEBON TIEYaTHOM JTAKUPOBAHHOM.

IIo 1, 2, 3, 4 w11 5 KOHTYPHBIX SYEUKOBBIX YMakoBOK Mo 10 TabmeTok wiM Mo 2 KOHTYpHBIE
SYEHKOBbIE YNAKOBKH 1O 14 TabineTok, BMECTE C JIMCTKOM-BKJIABIIIEM IOMELIAIOT B MAYKy U3
KapTOHa.

6.6. Oco0ble MepbI NPEAOCTOPOKHOCTH NMPH YTHIU3ANMH UCIOIb30BAHHOIO JI€KAPCTBEHHOT 0
npenapara WIM OTX0I0B, IOJY4YECHHbIX IIOCJe¢ TPHMEHeHHs Ipenapara, W JApyrue
MAHMIYJISIIMH € IPpenapaToM

Het oco6bIx TpeGoBaHUM K YTHIN3AIUH.

7. AEPXKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA

Poccutickas @enepanus

AO «ABBA PYC»

121614, r. Mockga, yn. Kpeutarckue Xonmsl, a. 30, kopr. 9.
Ten.: +7 (495) 956-75-54

OnektponHas moura: info@avva-rus.ru
7.1. llpeacraBuTeNb AepKaTe/Isi pETHCTPALMOHHOIO YA0CTOBEPEHUsI

[Iperen3uu notpeduTeneit HaPaBIATH 110 APECY:
Poccutiickas dheneparus

AO «<ABBA PYC»

121614 r. Mocksa, yn. Kpsmarckne Xonmsl, 1. 30, kopm. 9
Ten.: +7 (495) 956-75-54

DaexTponHas moura: drug.safety@avva-rus.ru
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8. HOMEP (HOMEPA) PETHCTPAIIMOHHOTQ YIOCTOBEPE s | =/ EHUCTE 0004

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KATETOPUU OTITYCKA IO PELENTY.

OO0mas xapakTepucTHKa JeKapcTBEHHOTo npemnapara CUMBacTaTUH JOCTYIIHA B €IMHOM peecTpe
3apEerUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB EBpa3suiicKoro 3KOHOMHYECKOTO COI03a W Ha

ouIaILHOM caiite YIIOJIHOMOYEHHOI'O opraHa (3xcriepTHOM OpraHU3AIINH )
https://Ik.regmed.ru/Register/EAEU_SmPC.
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